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(57) Abstract: Melanin concentrating honnone antago- 
nists containing compounds of the general formula ( I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar 1 is an optionally sub- 
stituted cyclic group; X and Y are each independently a 
spacer having aC ( ^ main chain; Ar is an optionally sub^ 
stituted fused polycyclic aromatic ring; R 1 and R 2 are each 
/ independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R 1 and R 2 together with 

* * • - • ' * the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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C5£+» R'WU Me, Et ^^©iffiRT;^;!/*; NR'R 3 teu NH 2 , NHMe 75:^5 

<D—WC7^>, NEt„ NBu 2 7£<*f<Z>Xi^:P^ pyrrolidinyl, piperidinyl,' 

10 morpholinyl &<?f(Z>^t£X5 >£; R 4 :feJ;tfR s teU zfc*, Me ' •fcE<D&Wt? )V 
*)V, mefS.E<D^mar)VU^riy, AU^>§; R 6 fci, t^M, Me, Et 
g7Wt; R'H H, Me, Et &£©<g^X,Mr;k COR 8 (R 8 «T;i/3^r->> 
7<J-;W'X NR 9 R t0 , (NR 9 R'°te\ NH 2 , NHMe &£©«&£nTT , b«kV> 
-S75>, NEtj, NBu,fe£c[)Zl3RT5>, pyrrol idinyl, piperidinyl, 

15 morphol inyl 75: ^©^T 5 ») * ; A te> -CH r , -CH 2 CH 2 -& E<D7)y*)Vm 

6) i?ir— ^ ^ dr5*;PV1f-f X-r-W — 0. Chem. SocK 4678. 
(1962), ^l/ AfO^^iJy^irS^hU-a 

Heterocycl. ChemK 24, 345 (1987) Izfe. , 5$ 
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3 - If y ; 5 - 7 x 1 , 3, 4 - T->/-^ - 2 - -f ^ ; 4 - (2 - 
10 79-M7x.—)V ; 4-(2-<>!/77-;V)7x^V ; 4,4'-t^7x-J1/ ; 
5-7 - 2 - If U ; 2-7x"Jb- 5 - tf U = ; 4-(4- 

\*Vi>M7±—JV; 2-7i=>-l.'3-tW- i 5 ^-5 — T^; 2,4-5? 
? £-;w- 1, 3-^1f\/->- 5— -T Jl" ; 3 — 7xn;v-^vW7-;V 
-l-<i)V\ 5-7xrj>- 2 -7 U ;V ; 4- (2-7'j;W7xnMtW^ 
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^-c !- 6 7W7^y-C j- 6 7;^KE ^^75/^?;k >*X 

^75y^m vynif}V7$.sx^j^ ^y/p^syxm 
y^7$yx?Ma, *;k=uk .XM^M tt% 

jw^-cju, AD^>ft$nTHT>b.j:n c l .,7;i4^-*;^, c 1 
_ 6 T;k^^-#;M?x;K#K ;*h^#;k#x;k i^^Mxjk 
^P^->^^-;k tert-7>^^;k^x;k^^), ^7 -c i^T^k 

x _ 6 7;^^-#;k1^iti$ h\ c,. a 7^3*S'-A;^S HCM, ;* h 
^>#;ktf*-tf-=s h\ xh+^^ts h\ 7'n^^^M^^ h\ 

xju*-j\,7=i;, x^;kx;kisx;kT^y^a, Cj..^*;!/-*;^ 



WO 01/82925- 




PGT/JP01/03614 



2 m^om^. &wmmzm— x$>-oxhm^x^x% 

nxvix^ctti c 3_ 6 v-^dt;wh , r/\n<y>{&ztix^xb<k^ c x 
: - •. ^TJ^^yj 4 r;\p^r>{k;$nTViTfe<k^ c r: 6 T;p^;u^^-j £b 

t b tm* vrd <£>#*jb v> ens . 

Tir^;i/> '^D/V-fJI/, f&J'OV* ^y&J-DV, ^-V-S-i )VtzE)1z 
Fdx.^ 17&^b5^ $f^b<«l &V>b 3{®<Z)AD^>IiC^(0!K 7*;*, 



WO 01/82925 ^ PCT/JPOl/03614 

20 



5 Ji& aC7*^af)*^rLTViTfe«fc^c 1 _ fl 7;^;i'-*;w 

W5H(«, T-fch7$h\ ^D/t>75F, 7?>7=i h*&£)&£# 

mm rsiftas^LT^Tfei^c 6 _ 14 7'j-;w^j fc&tfs rc 6 _ 

<E>o 

lA r^-)v-tt)vn^)Vi \z#\ir% mmm tuxn mm rus^ 




WO 01/82925 
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21 



Jh.T-Wfc.kV> C j.eTW^;^^^, B&g£WbT^T 5 &,kU C 6 _! 
4 7U-;k g&g£WbWT<&<k^ C 7 . 19 77JWk Itl^fLT 



.^;Pv x F3r \ C x l" 6 T;kn (0«Jv ;* h ^ Jl> 

. - ; j|?njk. xh^2/M^k ^D^^Mpk tert-.^h+^Jl' 

T&^T ! fcM&oT^T ! fcck^o 

^i-c?. ry\a^Wb$tixviTfeJ:ViC ,.,7JWk , rg^S^Mprb 
T^Tt)<fc^c 7 . 19 77;wj inn -en-^nwia riM^ftx 



10 



V>Tfc<kV> C 



6-14 



7U-;i/-*Mx;k g^g£WUTV*T,$cfcV> 5 




PCT/JP01/03614 



waii« : 3F*«fcrfflk*K^6atfn* i 2 a; $? fct 1 
.tfmifznzo mfcmzi*. mx\t. 2-*f C «3-^x-;i/;2-,3-^fe« 

-,4-^«5-krU5^-;|/;l-,2-^c«3-tfnU;U; 
4 — f 5 y U )V ; 3 - « 4- tT U ^ - )V ;3~-fV?7^'JjV;3-<y 
*ttVV)l> ; 1, 2, 4-tf-*-iJ-5?7V— )V-%-<i )V ; 1, 2, 4-^^7^/- 
;i/-3— r;U; 2- 3- 4- 5-^8-^/ij;P ; 1— ,3— ,4— ,5-,6— ,7 
-S&tt8— TV^/U;P; l-,2-,3-,4-,5-,6-^fc«7->f>HU 

l-.2-.4-S&r*5— rv-f >HU;W; l-,5-*tt6~7^7^— 
2-,3-*fc«5-^y^-y-U-;i/;2-,3-,4-,5-^fett6-^>V^^- 
;U; 2-,4-,5-*fe«6-^>y5 L TVU;i/; 1-..2-.4-, 5-£&« 6-^ 



WO 01/82925 
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•" £), "ha, ->7 A' An.y>ftJ*lTHT6J:H C.,:-,7W, C 6 _ 14 

7 | j-M^>-c 1 . 6 mjKi> 7x;+y^?Ma, c 1 _ 6 t;^ 
^- c e - 1 4 7 U — - c 2 _ 6 y ;i/^r - ;i/ z^xt-J^ £) . 

AOy>{k$nt^Tfe £1* C 3 . 6 y^D7J^JkAD^>{^nt^Tfc 
TfcJ;^C t . 14 7'J- ^^v'.fi^^^bXV^T'bck^ c 7 _ 19 y^Mr 

^a-^vv. y^y*.y^y-c .. 1 . 6 7^;k^Jv t^^^^-T^/x^ 
. )w 75;^d t?;K . 7$ y 7^)Vtsi E) , . ^ y -c x _ 6 y ; wi/y 5 y (M, 

ay> ^r/Dtf;i/r^y, v-?^75-/? x^ww^/^a, ^y 
-,c ! _ 6 y;w^;i/y $ y - c tl _ 6 y;i/^;u (#u ;* tjvt s y y- x5P;wy 
5/^ ^>;k tf )V7 sy^ . -y v 7'a tf^ya y x^;k i^yr 
15 SVXfMi*); $?-.c ^gT^VTay -c 1 _ i 7Mm V*^)V 
7$;^ >>x^;uy a y y 3^, >?^n tr;i/y 5 y y. y 7° 
u t!;i/y 5 y x^;u, srf&jvy s y x^tS: £) , 5 & v> v 1 mM^Wkr 

«, « l b 5 £ L < .« l L, 3 2 M 

25 c 6 . H 7U-;m'>j . mmm^mvx^xh^ c 7 - 19 t^j^ji^ 

usttfSj td&tts rg^gj rsjjis^bTViT ! b«kVi5feVib7 



VV ° 03/82925 ^ PCT/JP01/03614 



f&IB rT>-;i/j ibTte, #I;U£> i£:-CO-R 3 , -CO-OR 3 , -CO-NR 
5 3 R 4 , -CS-NR 3 R 4 , -S0 2 -R 3a , — SO— R 3a „ — P0(— OR 3 ) —OR 4 £fz 
te-P0 2 -R 3a R 3 «(i)7jc^^> Cii)mm&^LX^X%^ 

mt7kmm. tnt\*(m) .m^&^vx^x%^mmmm r 3a «(o 
m.wm^vx^x*>&^mt7mm, sterna) -mmm&mvx^x% £ 
^mmmm ; r 4 \t7mm^rMc Lamjk^L ; r 3 £ r 4 tumm 

r 3 ^^:«r 3a T^$n^ mmm^m^x^x^^m^mm iz&w 

;k x;i^x;k ^^ny^jk 7'J-jk 77^Mi*) 

a)c 1 _ 6 T;^;KM^.^ ^5^;k x^;k ynt?;k -fv:7 0 eikr;k ^ 

;k -f VJf-M sec-^;k tert— ^;k ^>^;k ^:Wk&<E;) ; 

• b)c 2 . 6 m-jKi^.H fcfx;k -ry^D^-;k 2-:/^-;u 

20 ; • 

c) c 2 _ 6 m-;Kf^H x^-;k :/D/t;k£;k 2-:/^-;k%<i:) ; 

d) C 3. 6 y^D7J^JK^fl >-^0 7°Phf;k ^D^K ->^P^ 

25 e)c 6 . 14 7'j-;K^l 7x-jk i-^-7^;k 2-^-^^;k 2— r> 
;k 2-r>7;u;k^a, lfSL<tt7i^; 

U7iZJMf;k l-^-7?;k^^;k 2-:7-73VM^;k 2, 2-y7xZ 
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r#fbic**j ^b<«:c 1 . 6 m;k c 6 . 14 7'J-;k c 7 _ 19 

feckl^C ^ 6 7MJWv tHD^X 75/, ; e;-C 1 . 6 7M^75 

y (#K ^f;i/7sy, x?jV75y, 7u\i)VT^Ss -f y.yntr;i/T^7, 
7*^7$;^), e^^c l^j^^sv (^;.^^75;, ^x5=- 

'*k;1/ : s;k ^^/t^E-f ;k tttifrn*:^ ;w ■•An^fcsti 

> h^iotUMSxjk xh^'>M^Jkl7*D3j?+i/)!j;^^K tert- 

*lffigtS> liS*fl/T^Tt)J:^C 6 . H 7U-;i'-Mtok 

' &m bxviT fed: c 6 _ j 4 7 U >—#;M^x;k : g&S£W it v> 
5 ^v^b 6 Mi^;v^x;k *y -c j.e?^-*^^^^ ;* 

;k liS^f bx^Tfei^ 5 6 M$i*;i/A ,; 6>f Jk Any> 
6 _ 14 t';-;I/x;^x;k #;i^;kt$,/> c 1 _ 6 7;wv-*;v^m 
^ c 6 _ 14 7U-;u-#jwKx;m^;a c 1 . 6 7;^.+«>-*m'-m^ 



WO 01/82925 ^ PCT/JPOl/03614 

# 26 • 

snwrfe ±^ c x _,7;^^tj * r«ijuK**bT^T*>«fcv»c e _ 1 
4 7U— JP-*;wt^£-f;pj turn ^-n^nitrfa rgma^bwcfe 

<rt:$nTViTt>«fc^c 1 . 6 7^x;i/*^vj ittn rut 



WO Oi/82925 




PCT/JP01/03614 



& -3^y-r;K 2-^/-r;K I-f^iK 2-7d^jk 3-7D^;k ^ 
;i/&£i%if ens. 

6 _ 14 tu-;wx;^-;Vj tutu 7x— jp^jw*— M 

*;wt€-r;^*->j rg^j ibtil MI3 re&gSrWbT 



WO 01/82925 

PCT/JP01/03614 

L 10 A^33F#J^«3Simsfctt(i i i) 7 L, 10 A££&«giS/6> SffijK© 

;k tfu-xx tf^xx tru^xx tru^xx u,4-t+u-^7>/- 

^>X*=Hf-iA-;k ^>^7^;k ^>^yf77-;k ^7h[u 

-W?t7i>, 7iy^wx «f >K-;k <y-f>K-;k ih r 

>*V-;k 7"'jx 4fl-VJ^>, <y*>ux *yy>, 7^^s> 
x ^^u-xx 4v*tfux wijx #;p/ty-;k 

x 7xywx 7w$ k ts: e <d m^wmm.. £ & « c: n s ©gt «? 

rs & v> l 1 0 m^mimmm t lth, 
-xx 2-S7c«3-tf^yux tf^yuxx 2-^xyux tf^uxx 
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□ [2! 2. 1] ytzEifimi 6ti5. 

2-^fe«-3-^X-;i/; 2-,3-^fc^4-tfUv ? ;K; 2-£fcte3 
-7U^;2- 4-tfc»5-^/'J;V ;.2-,4-£fcte5-^1^/U;V; 
0- l-3-*fe«4-t!7\/'J^;2-tr^> ? n;P;2-; 4-£fc«5-tfU^ 
l-,2-£;fcki:3-fc?nU^ ; l-,2-££«4->T5^./U;i/ ; 3-£ 

r^i-ifv^^jy; 3—r v^ri/u ;p ; 3^«?rvtw;* ; 1, 2, 4- 

t^^^7^- 5 — I" ;i> ; 1 , 2, 4 - sM^J-^T VWl' ~ 3 -rf )V ; 2 - , 3 - , 4 
-,5-*fctt8-^y'J;V; 1 - ; 3-, 4-, 5^, 6-, 7- S&tt 8-<f V ^ »J 
5 . l-,2-,3-,4-,5-,6-i;fcfct7-- f >KU;W; 1-, 2-^,4-£fcfcJ: 5- 

•tf-ij — ; 2-, 3-, 4-, 5-£7tte 6-^> % /^^.— 2-, 3-, 4-, 5-£fc 
« 6-^>V*5^X-;i/ ; 2-, 4-, 5-£fcte 6-^>^f7yjJV ; 1 -, 2-, 4 

& « 4 - -f 5 ^1/ U ; 2 -t , 3 - * f * 4 - fcf 7 y U v*-^ ; tf ^ U >V ; 2 
- , 3 - 4- tf ^ U ; 1 - 2 - \d^z?~)V ; U / fc £ 

> k r«j»*^rbTViT.t>«k^tt*gi»j \z&tfz> mWk&s fctm 



WO 01/82925 

PCT/JP01/03614 

R 4 T^$n^> rc,.,^;^;^ tutu *fm x^;k y 

ntMk -TV7 0 Ptf;K 7>;k'-fV^k sec-^k tert-7>;k 



^mmmmmi JM*n*sb turn «ah ^simto 
r*v mm rw®M*mvx^x%&\,* 5 10 m.?%mmmmmi iz&v 

-;k 2-^-7^;k^-^^;k^-;k^i') , fiS^f Ltutfe«k^ c T 
-xqT't;^;^^^-*;^-^ (#k ^>> ? ;k^-^->^;k#-;k 71^ 

*%)Vtf=DV (Ms -n^j-ow&E) , ; E>'-c 1 j l 7;i4;if-M;w 

V*^)\,%.)Vn^)V, zSjl^MAA^)^ jl^-)V 
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'" **bTVST'b«kVi5'^b6ji**ill*;^=;uj , rtii$tbT^ 
t *> <fc v^ten^si;*? ;w^-f ;ki ; m^&^^x^xh^c 6 _ 14 

IGI5 ■T7^7 : 5>J ibT«> Mt3 F7WVJ XlU^V2Wi 

25 MS'nfc75y«t*tf6tU «P*U<tt* -NR 5 -C0R 6 > -NR s -C00R 
ea. ^ _NR 5 -S0 2 R 6a , -NR 5 -C0NR 6a R 6b > -P0(-0R 5 ) -OR 6 
-P0 2 -R 6 K+/R , fctdc»JIC«fcttC 1 ^T;Wr^:R^»l>ER*fc 
Hfl ; R 6 a «Bfff2 R 33 <h|t!^ii ; R 6b « R 4 fcMrtt&wT) T*Sn*T 



, WO 01/82925 ^ PCT/JPOl/03614 

32 



4 



is , mM^&^v-r^Th^ c 6 _ l4 r v —jut s. y 

E)» fiS$fbt^T i fei;MC 6 . 14 7U-MM^75y (M, 4 
TN- (fiSS;fLT^Tfei;^C 6 _ 14 7U-;i'-MfeW -N-C 

mx\x i v 5 ink b < « i T^vi b 3 mt*&z>o grn^ifc^ 2 i@^± 



i WO 01/82925 




PCT/JP01/03614 



ttis&mvT&tl* $?£b<&> & : -0-COR- 7 , -0-C00R 7 , -0-CONHR 
•6- 7 , -PO(OH).-OR 7 £fctt-P0: 2 -R 7 Ktf, R- ? «»l3B?tRI*«*^ 

%> mmmi turn taie mm&^vx^T'b^c t.^t^jv^jv] 

25 

l,3-5 1 .TV/-;V-2-^;k4,5-^b FD-1 H-2-<$^;UM£^ 
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\z3$\fz> rggiSj tvxfe. MSB rams^WUT^xt)J:^5^:v^b7 

5 rj^j , jt^m-^xi . , - .-fy^Tsy.j turn -^n^ 

nutria rams^bT^T^^^s^^bioM^^im^j fc^vts 

4 — * h^S/^>^;P^v', 3 h^v^^v^^^ 4-7 
Iri 5 b 7 1^01^7$ y b < « 1, F D-2 

H-ry-r>F-;u-2-r;k ^^fcwjsv, **y t?^u>v&£) ; 

fll^ftT^Tfei^ 5 fc^b 7 Jt#£*££ftiR£ (£? £b < \t 4, 5 
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>* ®Sl< t7x>r 2 F&£) ; 

N — (ill^'f bt^tfei^ c 6 . 14 7'J-jh*;^;w -N-C x _ 

; tiS!&f UTViT'b.fc^ C 6 _ 14 7 >J -JI/7S 7 ^M-;i'7a 
bT^Tfei^C 6 _ 14 7 , J-;i/ «fSL<B7xx;K 7MD7x^;k 



10 



WO 01/82925 ^ PCT/JP01/03614 

BMS $WLT^tfeinc 7 _ 19 7 >- (£? £ b < >V)V^- 

75 7^*) ; «gU££#bTV>Tfe«fc<, ^>if>^£i$^b WT%<fc 
V 5 b 7 SfiSftSMfcTS / b < \t 1, t F n-2 

WW*WbTV*T*>«kV> 5 fctr>b 7 A#3P5£&af9ji£ W £b< tt 4, 5 

l«yi*tl/Wb«fcv» c s . 14 7U-^-*M-;> Gf?£b<te^>y 

20 ^b<«^acn;i/^;i/A ; E<;K 4-^h+>'7x-M;i/A^;K 3, 

.ftSfe****^^ ;p 2 - tf u ^fcjwt^-Ok 2 u - 
;i/#;PA^-f;u&a ; c 1 _ 6 T^n^->-^;^-;i/($f^b< », ;*f* 

f ($f*b<«7x-;^;i/^it^ F, 2-^ h^>y 



WO 01/82925 



37 



PCT/JPOl/03614 



n- mmm^mhx^x%^ c 6 _ 14 tu-;u-^>^-;p) -n-c a _ 
6 t;i-4;1/T ^ y u < &n - 4 - p< b * >*/-r ;u- n - ^ 5p;i/7 $ 

^XJI/tK^T^ /&<!£) ; .«fc*&Wl/rv*T'bJ:^ C 6 =. 14 TU-^-* 

x-;i/- 1 , 3-^+1-y— 5 — r;w > ku*^-7x^ ($?£b< 

tt4- U-fcTUS^tO 7XZJW , 7x-Jl/-tfU5^ (If tKtt 
2-7 )V- 5 - tf U S , ^>777^-7x^ (£?£L< 

H4-.(2-^> k /77-;W 7xZjl/) . 7U^-7xz;i/ <$?i;L<« 

4- (2-^u;i/) 7x-jw -e&s. 

^7x-ji/, ^h+^>7x^) ^6a«n«iBiy£*-tn^ni*fctt 

Ar MA> £5fc*?£L<tt, 

CD Apy>^ (^t<tt7^a mm. * ap^m^ 
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5 ;K 5-7x-;l/-2~b°U> ? ;i/) ; 

AD^>Yb$nT^TfejbViC x _ fl T;i/^;i/ asF*u<tt, *3\>wi£) 

S jgtffrl* 1 & V 3 £r^T bT^T!>i^C 6 _ 14 7'J — JUffi 

10 ^l/<tt7x-;k 7MD7X-JK ^DD7iZJK ^WI/7iZJk 

20 -CO-, -SO-, -S0 2 -, — NR 8 — (R 8 «7K*M^ AP^>ft$nTVi 
D^>{t$nT^T%J;^ 2ff0C 1 _5#8tSt0Mbjcj&ak &£^20©C 5 

25 a^if&ns. 

tcT, rAD^r><ft$nT^T ; b e fcViC 3 _ 6 T;i/^;i/j tbT^tuiarfi' 
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5 mx\%. 1 l 5 ii, ^ u < « i b 3 is© a by>flc^ mi y v 

(DC 1 _ 6 7)V^FUX.M^.i^> -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, - (CH 2 ) 
4 -, -(CH 2 ) 5 -, -(GH 2 ) 6 -. -CH(CH 3 )-, -C(CH S ) 2 -, -CH(CF 3 ) 
-(CH(CH 3 )) 2 -, -(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 
0 3 ) 2 — ; • 

(2) C 2 - 6 T)l5-=.UXMXlf, -CH=CH-, -CH 2 -CH=CH-, -CH 2 -CF 
. =CH-. -C (CH 3 ) 2 -CH=CH-> — CH 2 -CH=CH-CH 2 -V -CH 2 -CH 2 -CH 

=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -£<H) ; 

(3) C z _ 6 7)V3r~V>ifr\X.\%, -C=C-> -CH 2 -C=C-, -CH 2 -C=C- 

5 _ch 2 -ch 2 -&£) ?zz-mm\f*>nz>o ■-■ 

1, 3 -v-^n^s>^l/> ; 1, 2->-^o^->l>> ; 1, 3-^n*\ 
*zsU>;l, 4-y^D^->V>; 1, 2 u^y°^V> ; 1 , 3 
-z/S7 Us\7'^U> ; 1, 4 -i/?U'\7' ; rU> ; 3 q^-fe >- 1 , 
4--f l/> ; 3 -v-^D^-fe>- 1, 2 — Tl/>;2, 5 -v^ n^v^-tf- 
S?X>- 1, 4 — f l/>^:^#^e»n^o ft^T^ C s . 8 y^D7Ml/> 
;W£b^. • 

b<te-0-, -S-, -CO-, -SO- > -S0 2 -> — NR 8 — (R 8 tetfifS t. W\ 



10 



lWO 01/82925 ^ PCT/JPOl/036,4 

(DC 1 . 6 mi/>(mH -CH 2 -, -(CH 2 ) 2 -, -(CH 2 ) 3 -, -(CH 2 ) 
4 -, -(CH 2 ) 5 -, -(CH 2 ) 6 -, — CHCH 3 — , -C(CH 3 ) 2 -, -(CH(CH 3 )) 
2 -, ~(CF 2 ) 2 -, -(CH 2 ) 2 C(CH 3 ) 2 - -(CH 2 ) 3 C(CH 3 ) 2 -7ft£) ; 
5 (2)C 2 -6?^5-~U>(MZ-U. -CH=CH- V -CH 2 -CH=CH-, -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -7ft£) ; 

(S)C 2 _ 6 TJl^-U>(M^it, — C=C— * -CH 2 -C=C-, -CH 2 -C=C- 
CH 2 -CH 2 -/ft<£:) ; 

(4) -(CH 2 ) wl 0(CH 2 ) w2 -, -(CH 2 ) W1 S(CH 2 ) W2 -, 
-(CH 2 ) wl C0(CH 2 ) w2 -, -(CH 2 ) wl S0(CH 2 ) w - 2 -; . 
-(CH 2 ) wl S0 2 (CH 2 ) w2 -, -(CH 2 ) W1 NR 8 (CH 2 ) W2 - ; 

(5) -(CH 2 ) w3 C0NR 8 (CH 2 ) w4 -, — (CH 2 ) w3 NR 8 C0(CH 2 ) w4 — > 
~ (CH 2 ) w3 SO 2 NR 8 (CH 2 ) w4 - (CH 2 ) w3 NR 8 SO 2 (CH 2 ) w4 

15 ~(CH 2 ) w3 COO(CH 2 ) w4 -, -(CH 2 ) w3 OCO(CH 2 ) w4 - ; 

(6) -(CH 2 ) wS NR 8 CONR 8b (CH 2 ) w6 - ; 

(r 8 ternm £ mmm& ,• r, 8 b « r 8 t mmm & •, m & n w2 « o ^ n l 5 <d 

w3+w4 & 0 yft ^ L 4 £ ; w5 :fcj;tf w6 0 7ftV> b 3 w5 + 

20 w6#to&^L3 £^-T) ^WtfBtl§, 

<«-(CH 2 ) wl 0(CH 2 ) w2 -, -CONR 8 -, -NR 8 C0- (IB^tejiulB £ l^lc 
. -0C0-, -COO-7ft£T&<5 0 7ft^Tfc> -C0NH-, -NHC0-, 

<ttc 1 . 3 mi/>(iin -ch 2 -, -(ch 2 ) 2 -, -(cH 2 ) 3 -^a, 
-(ch 2 ) w3 conh(ch 2 ) w4 -, -(ch 2 ) w3 coo(ch 2 ) w4 - mmmmtm± 

m**?) tDW C^T^l/M^IA^ -CH 2 -, - 

(CH 2 ) 2 - , - (CH 2 ) 3 - 7ft a 7ft £ b Vi 0 



PCT/JP01/03614 

Ar X^$n<5 rg^SSr^bTWTfe J^lg'&^at&^rSpj Icfett* r*g 

' ■&&wasz&G9ki ttm tutsAr ^sstis nt&g*;g\i>xv*xt>«k 
nsraau K&tts raMft*j ©^0!itbT^bfcfe©A*ffl^5ns. 

u>> <Y>F-;ufc£T&eK ^-e^^-7^i/>, ^;u>&wsi/ 

10 Vic 

; ArTf^^ns ratfes^^bTViXfeiv^^^^gij £43ttsrg 

mSJ £ DTH - MI2 Ar .VrfsSStl* rg&^^LXUX&.fcl^tfcgj 

15 : I^SQfli. 1 u 5 m. < « 1 b 3 ®x&£. « 
2 rajsur -*i«ftaittn— x& o x fenfc o x^x *> «t 

Arte, if#^?^U<«4 1 /U>*}fc«^-^^l/>X^^>o' 

R ^cfctfR 2 XjSS*i3 r«i^£^bX^xfeJ:fr*ifcfls**2Sj £bx 
20 tt, ftrlBR 3 tlsTMTxVfchV&m^ZftZo 

;p*;ki titft *^;k x?\>k ypfc?;k -rv^awk y 

25 5P;k ."fV-ff-JW sec-ttM te.rt-^;K ^>^;k 'V*^^** 
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te£nTtrvrt><kv* c j.jT^^x An$*>"fb£*iTv*Tfe£v> c a _ 6 y 
5 T^y. x^t^/v :/otf;Kr$y\ -rvynt^kr^ a y^i/xs 
^^ptf;WT^y, > ? ^;i^T^y> x3^*^;kT^/&£), #;i^;k 

^C,. a 7?14/P-Jti;V#=;k C 1 . 6 7;^*>'-*M-Jl'^ * h^-> 
o #;i^x;k Ib^yAM3, yp^^>#;Vtf;xJk tert-:?*h^> 

#;M?x;i/ft<i£), €/-c l . e 7;Wl'-M/W;K«, 
. -f;k X^;k&^A^;k5:<J:), ^TCV^T^-AMt-fMW, V 

A'a^Xb^tlT^Tfecfc^ C l .,7;^r-*K*t.5 F, C !. 6 7 
75//5:a, C 1 _ 6 7;i/*;V-*M-M=1r'>(^ 7th+k 7°D/W 

-OM-^fc:^, c 1 _,7;w+'>-*^^i't**>(«v xb^^M 

h*F-5s%)Vtf—)Vtt$'i3i'£)* =e;-C 1 . 6 7W-*MKM^y 

ciCT, rAay>ft;$nTV>Tt>«£v*c ,_,^d7Wj * rAny 
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c 7 _ 19 7^;i/^;k) ra^sj £bT#j^bfct>©#UB^e> 
n-5o - . • - 

ra; mx\* i v 5 m b < i Tfevi i m 

±.<d m-it. &wmm fem-x*& ■? x t> •? x ^ x t> <fc^. 

5 - e tlif t b < c x _ 6 7^^;vt^ o , ^^xt) ^?;k xm -f y h 

^Oif^tSS-a-bTViTfe^l/^ 3 &^b 10M ($f£b<te3 &^b 8S) 

s?>* ^e;^u>, ?-tt)V*v>, \z*w>s \zuvv>. 
f*kHa^;ux f*kFD^y+yjx cfej;^^ns©^fp^ 

HP-1H-- T5^/-;k Hd-T>F-;K 1.2,3,4-fh7tF 
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□ U X 1,2, 3, 4-t- h7b Ko< 73V U >&£)&£3t#§tf 6n*. 
totfe^iJX If^U^X t?^>>X tfDUvX 1,3-^Tl/U 
vx ih— f =^v-;w 4, H D - lH-.-r $ ^y-;K 2, 3-^ t h' 
n<>F-;k l,2,3 ( 4-fh7tHD^U>, U,3,4-fh7bh'D^ 

Lx<«X^;W , 5 /j:Vib 10 At¥§^I^« (#£L<fcifcfUSW , « 

^ey^^-c !- 6 7;^ (*?£U<tey >^y5P^) , c ^,7^ 

z^mmmmmj tbitt MfBR i ( t"R 2 i^^t--5^M^i^fc:^ 
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h7hh'af'J H[3,4-g]+;'JX fb7t FPfcTU F [3, 4-gW V^/'J 
>, ^h^bFDtfU F[3,4-g]^y^1tU>. fh7k F P fc? U F [3, 4-b] 
*y*iMJ>. xh7h FPtfU KC4,3-WC1.5]^7^U^>, rh7tH 
') 10 ntfU KC3;4-b]Cl.5]^7^U^>, 5=- F^fc: FPtfU F [3, 4-g]^l/U 

Th7kHob'«JH[3,4-g]7^7^X T^F^fc: Fu-fy F [2, 3-d] T-tftf 
. >, t- F^fc FnTif try [4, 5-g]<y*/'J fh7k HDT.fkV 
[4,5-b]=^y U>, fh^tHoTfkV^Hl^yW.'JX rh7tH 
P T-fcf fcf / [4, 5-g] 3V ttV 5=" F 5 1 F DTif ^ / [4, 5-b] [1, 5] 
15 . U>>>, ^F7t:FPTiftf/[4,5-g]7^^^>, ^itt FP^"^F 

[2,3-d]Ty^>. A^kHD7^>;[4,5-b]+/'JX fh7kFo-j3 
-#;i^U>. ^F^fc FPtfU F [4, 3-b] -T>F-;K ^F^fcFPtfPP 
[3,2-gM V*cJ U >, ^F^t FPtfPP[2,3-g:W V^/ U>, xF^fc 
FPtfU F[3,4-b]T^U^>. fN7k FPtfU h*[3,4-b]7x7-^>fti: 

) 20 afimvf e>n^>o &^Tfe, ^F^t fp^> v / [b] u^i-ry^-v^m 
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5S (I) T?«$n5^«l05'fe, X^X 1 [XHtCONR 8 , NR 8 C0 (R 8 te 

Tfe its c 1 _.-7';P4 i ;p-*;i'#r:;k Ao^>ft^nwTt)iu c x _ 6 y 

5 X 1 ^ CONR (R teTfcf&liC^SifcftC j.^JW^St) Ar teA 

fc«2^bT^TfeckVW>H-;^7t«^>X^-^V'-;UT?5:< ;X* 

io ^<>W;i'T^y-^^-yu>-Tr^<,x 1 ^cooi?afe^t#Ar >ttHn$ 

5£ (10 -r^n-S^^O^Tfe, X^CONR 8 ^fe«NR 8 CO (R 8 «7jc 
15 . fe£V> C j.sTM^-^M-JK An^><fb$nT^T&<£^ c ,. 6 7;i/ 

4' p d-n- [6- c (n, n-^ 5 /) ^ -2-^- 7 [i , r - 1* 

7i-;i/]-4-^;l/^1f5 K ; 

4 - _/7 o □ -N- [6- (l - k° □ u ^; W -2-^- y [u'-Di" 

4 , -^PD-N-[6-(l-^U^r:;M5 1 ;W-2-^-75 1 ;WD,r-lf>'x- 

N-(4-yD^7i-;0-6-[(^5 1 Jl/75/)^^W-2-t7h75 F ; 
N- (4'-^ DD[l,l'-fcf7x — ;W -4-f )V) -6- [ (N, N-S?* 9~)VT 

M-i-y-y hT5 H ; 
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4' D D-N-[2-[(N, N-^^fJVT^ / ) ; /?;W-6-^y U-JW [1,1' -tf 
7x~;W-4-#;i/#*1ti5'F ■; 

4'-7;^p-N-C2-(i-tfau^;i/^5 1 ;W-6-^y u~;W [u'-k*7x 
-;n-4-*;w^^-y-s F ; 

4* P D -N- [2- (1 - b° P U y^JM 5VW / U =;M [1 , 1 ' - fc* 7 x — 
;W-4-*;p#4 i -!J-5 F ; 

4 , -^;^p-N-[2-(i-b°^u> ? ^^5 l ;i/)-6-^y u— ;w a, i*-tf7x 
-;H-4-M^ifSF; ..... 

4'^DD-N- [2- (1 - U ^)V) / U — ;W [1, l'-l:7xZ 

6- (4- 7 )V3r U 7 x — ; 1/) -N- [6- (1 - tf P V J-)V> -2--? 7 J-M 

6- ^-7 P P 7 x-JW -N- [6- (1-fcf D U 5?— ^-^W -2-^7 3\>W -3f> 
75 F ; 

- 6- (4-^ ^;i/7 -N- [6- (1-fcTD'U ^r^V*^) -2-?-7^;i/] -P ^> 
75 F ; 

6- (4-7 JUJ- P 7 x ~M -N- [6- [ 3^7 5;)^ -2-2-7 5P;W - P 
?>75 F ; 

6-(4-^DD7x -N- [6- [ (~7* 3^7 5/)^ W -2-± 7 3MM - P 
>75 F ; 

6-(4-^^7x^;V)-N-[6-[(^^^75;)^fJW-2-t7fJW^3f 
>75 F ; 

4- (4- 7 )VHr P 7 x — ;W - N- [6- (1 - tf P U ^PJP* W -2-2" 7 ^)V\ -1-bf 

4 _( 4 _^ h=^>;7xPJV)- N-[6-(l-tfPU =y-)V^J-)V) -2-±7 ^;i/]-l-tf 

^>#;i^=Ht5 F ; 
4- (4- * 7 x - N- [6- (1 - tf P u -7 n;M -2-^- 7 -1 - tf ^ 

4-(4-^^;U7x-;w- ff-[6-[(^/f;i'75y)^5 : ;W-2-t75 : ;W-i-tf 
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6-(4-^;^p^xri;w-N-[2-(i-tfDU^-;M^;W-6-^y u-;i/]- 

F ; 

6- (4-^7 DD7i -N- [2- (1 - M P U S*~;M J-)V) -6-* yj^H-D 
5 F ; 

8-(4-7;WD7i^)4-[2-[(^^75;}^ -6-^ 
P5P>T^ F ; 

6-(4-^nn7x — ;W -N- [2- [(y^^J^yj^^W^yijrM- 

?>75 F ; 

io 4-(4-^;u^p^o:-;w-N-[2-(i-trDU^n;M^;U)-6-^y ij-JW-i- 
tf^y^>#;M^H*-$ F ; 

4- (4-^7 od7x - -n- [2- (l- tf o y ^p.;i/y^;w-6-=^ y U-;w-i-tr 
4-(4-7;^o7i — ;W -N- [2- [ r ^ y ) y -6-^ y y - ;w - 

15 l-tf^U> ? >^7;^^+f-a F ; 

^-(Hno7x - ;w -n- [2- [ (>?y ^jvt 5 y ) y -6-* y y-;w-i- 

6-(4-y)]sjru7x. -n- [7- (i - tf p y s> - ;py -3-^ y y - ; w - p 

20 6- (4-^7 p p 7 x -;W -N- [7- [(-^^75 7)^ 5P;W -3-+ y u -;!/)- p 

7>7S F ; " 

4- (4- 7 )V3r p 7 oc n; w -n- [7- (1 - tf p y i/n^y 5^ W -3-* y y - ; w -1 - 
tf^ys?>*;PaJ?^3 F ; 

4- (4-^ dd7i — ;w -N- [7- [ (>>y ^ y ) y ?m -3-^ y y -1- 
25 tf^ y ^>*;^^-y-^ f ; 

4'-?uu- N-[7-[(^y^7-$y)y^;W-3-*y 'j-jWfij'-t^xz 
;i/|-4-#;M^+f-^ K ; 

4'-7j^a- n- [7- (1- hf p y s> -;M -3-* y y n;W [lj'-^xr 
;KI-4-#;i/^-y-^ f ; 
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5- (4-7 P □ 7 jlZL)V) -If- 16- 1 ^)VT^7 ) * -2-j- y J-)V\ -2- b° 

5 4' P -N- [6- [ [4- (4-* h 4 3" 7 x - )V) -I-fcWJ V~)V\ * ^)V1 -2- 

^-7^;W [l,l*-tf7xn;W-4-*^ai?^5 K ; 
4 ' - 7 p p -N- [6- [ [4- (4-* h * is y x n; W - 1 - tf ^ U S?-; W * 5F; W 
77JVUl,i'-*Z7x.-M-4rjj)Vtf*y-$ F 

4'-* h^V-N-[6-[[4-(4-^ h^^x-^-l-lf^U^-;!/]^^;!/]^- 
10 ^-^^;W CI. l' -ify H ; 

N- [6- [ [4- h + v7x - )V) -1- fcf ^ U V -)V\ * -2-j~ 7 =?-)V\ -4' - 

.x^-jviuv -tf^x^;w-4-*;v^if^ H ; 
4* -^;i/^-n-N- [6-[ [4- tt-7)\s*u7 x-;W -l- tf ^ u 5?— ;W ^ -2- 

15 . 4'-^PD-N-[6-[[4-(4-7MP7x-;W-l-^U^-;W^f;W-2-t 

7^jw [1, r-t'7x - -4-^7 a h ; 
N-[6-[[4-(4-^J^^p7x^;^)-l-t^^u^-;^]^^J^]-2-±7^;^]-4 , - 
* h3r->Ci, r-k*7xz;i/]-4 : *M^5 H ; 
n- [6- [ [4- <a-7)VHt p ^ x — ;w -l-tr^ u-5?n;w ^ 5^1/] -2-± 7 -4* - 
20 r-tf^x~;p]-4-*;^^if$ h ; 

4'-^7J/^-P-N-[6-[[4-(4-^^7x^;W-l-tf^U> 5 -;W^^;W-2-^- 
75^;W [1. r-h*7x-;i/]-4-*M^5 H ; 

4' -7 P P -N- [6- [ [4- (4-* 5=-;U7 x — ;W i?~)V\ ;* -2-^~ 7 
9-JV1 [l,l'-t:^x-;W-4-7j;P^^5 H ; 

25 N-[6-[C4-(4-^5 1 ;^7x-;^)-l-t^^u> ? r:;^]^^;^]-2-^75 L ;^]-4 , -^ 
h^->[i,i'-tf^x-;PG-4-*;w^if^ H ; 

4' ~* [6- [ [4- (4-* ^)V7 jl—JV) -1 - hf^ U ;* 3^1/] 7 

?-)V\ [l, r-tf7x-;W-4-*^+-^5 K ; 

N- [6- [ [4- (4- h H P * *> 7 x W - 1 - \Z ^ U V—M * -2-j~ 7 VI - 
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N- [6- [ [4- (4-7 $;7i ~ ; W -l- fcf ^ U i?~M * ?M -2-i- 7 -4' 
4' h*5>-N- [6- [ [4- (4-- h D 7iZJW -1-fcf^U >>-JW * -2-V 

5- .79-Mli, i'-tf^xi;v]-4-*;^^^ F ; 

N- [6- [ [4- (4-^ □ O 7 x -Jl) -1 - fcf ^ rj - ;j/J ^ - 2 -^- 7 5V W -4 ' 
h + ->[l,l'-fc^o:-;H-4-^;^^+f-^ F ; 

6-(4-7MD7x-;i/)-N-[6-[[4-(4-/ F^rv-^x-^-l-fcf^ U 5*=;W 
10 6- (4-^7 DD7x " ;W -N- [6- [ [4- (4-^ b*5s7 

6- (4-* F * -> 7 x W -N- [6- [ [4- (4- * > * is? x —M -1 - fcf ^ U M 

N-[6-[[4-(4-^ F^S^x^W-l-tf^U &—)V\*9'M-2-'}-7?-M-l- 
15 _(4-^^^oi-;W-n5=->Ta K ; 

6- (4- 7 D7x -N- [6- [ [4- (4-^)V 7 x - -1- fcf ^ u ;n * 
?;W-2-t7f;W~3f>75 F ; 

6-(HDD7xZJ0 -N- [6- C C4- (4-^f^7x - 1 - fcf ^ y W ;* 5 1 
;W-2-t7f;W-3^>75 F ; 
20 6- (4-* F^^^o:-;W-N-[6-[C4-(4-^5 i ;!/^3ir:;i/)-l-tf^U^r:;U]p< 
5=-;W -2-^~ ^ - z] ^ > T 5 F ; 

6- (4-;* 7x-jW -N- [6- [ [4- (4-> 7 x — ;W -1 - fcf ^ U v 5 ^;!/] * 5 1 
Jl<]-2-j-73 L M-n^yT5i F ; 

6- (4-7 a 7 x -N- [6- [ [4- (4- 7;M- n 7 x - ;p) -l - fcf ^ y ^ - ; W 
25 ^M-2-±7^-)V]zLn^yr^ F ; 

6-(4^DD7x-JW -N- [6- [ [4- (4-7MD7xZ;W-l-If<iJ ^~;|/| ;* 
^;W-2-±7^;W-n^>T5 F ; 

N- [6- [ [4- (4-7 )V3r O 7 x ~ ; V) -1 - fcWJ y-Jll ^ W -l-±7J- )V] -6- 
(4-* h^y7x"JW-Df>7^ F ; 
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N _ [ 6 _ [ [ 4 _ (4-7 ju* p 7 ;w -l- tf^ U 5?— ;W * -2-^-7 3^ W -6- 

4- (4- ? MD7i =-)V) -N-[6-[[4-(4-^h + y7iZjW-l-kX U - )V\ 

5 4- C4-^ D □ 7 x W -N- [6- [ [4- (4-* h ^ ~> 7 x ~ ; V) -1 - tf ^ U 5>=; W ^ 

4 _(4_^ h^->^o:Zi;W-N-[6-C[4-(4-^ h*>-:7 x^;W-i-tf ^ U ^— ;W 

N-[6-[[4-(4-* ^7x^JW-l-k^U y-JW / 5 1 jW-2-t75 1 ;W-4- 
io .(4-^^>^x-;W-l-tf^U^>*;^^5 H ; 

4-(4-7;^07i^W-N-[6-[[4-(4-^fJP7i^W-l-^Uy-JW/ • 

4-(4-^7 D D 7 x-JW -N- [6- [ [4- (4-^.f;i/7 -l'-H^ 'J M ^ 

;W-2-t7fJH-l-lf^ , J^>*;i/^t5f ;• 
15 - 4-(4-* h^^^x^;W-N-[6-[[4-(4-^^7o:-;W-l-H^U^-;W^ 

^;w-2-^-^5 i ;w-i-tf^u v ? >^;u^if5 k ; 
4-(4-^^;W7xri;w-N-[6-[C4-(4-x^;i'7x-;0-i-tr^u 5*n;w 
;W-2-^-^^;w-i-tf^u^>*;^^aH ; 
4- (4-^;u^- □ ^ x -N- [6- [ [4- (4- D7x -l-tr^u v 5 ^; w 

4- (4-^ n p 7 a: -N- [6- [ [4- (4-^;i/^- P 7 x — )V) -1- tf ^ U 5?n;W ^ 

^;w-2-^-7^;w-i-tf^u> f >^;u^-y-^ h ; 

N- [6- [ [4- (4-7M0 7X — )V) -1- tf ^ U V—)V\ * J-)V\ -2-i~ 7 =f~M -4- 

• 25 N-[6-[[4-(4-7;PtP7x-;w-i-^u w ^ 7 =f-M -4- 

.(4-^^7x-;W-l-tXUy>*M^5 h* ; 

n- [6- [ [4- (4-b p □ 7 x —)V) -l - tr ^ y w ^) w -2-^- 7 9\>w -4- (4- 

4-(4-7DP7x -N- [6- [ [4- (4- 7 D P 7 x — ;W -1 - tf ^ U S7-;W ;* 
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N- [6- [ [4- (4-^7 □ n y x - )V) -1- U ^ -2-j- 7 ^ Jtf -4- (4- 

N- [6- [ [4- (4-y any x~;i/) -l - tf ^ U y~jH ^ 5=-;W -2-^-7 5 1 ; W -4- (4- 

"E-y&m.. tiiiioi, t«t©t, m^oe 

. K'jx^y-;V75X v^^D^e^y^x n,n-^>>?;ux^1/> 

^aiKtottoffji^fcbTtt, w^t«, mm, ^t?mm. mm. m 
m (i) (io RttKftSsw-rs^.y^u^Jitf^Atf, 

±MJ£Aig> *'J^AI^i*), 7;P*U±»^Mtt(«it^ #;i^>7A 
4ft, x^*^?A4£, A U^£fc» 7>*-£iv|ftfc££ 
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mx^iK'^ ft&m (i) (r) rau ^s-feWfgs^ 
mir^m^s mm^ mmm.. v>mm. M:<k7kmmm.f££<Dmm& ; 

5 T&cfc^o - ^ 

*b£r#l (I) *5«fc'tf (10 (£TFv ^^^b-n^/tiSIHt" 

£S>1^ ^HJ^#J^ HO&TGlit <0!U 3 H, 14 C, 35 S&£) 7?«itt' 
10 ^tlX^Xh^o 

^mmit^m^ yt^m&fc* &mm&&, mmm^^ 

I) #jglj?f ttflft. 

tt, (-)-Sm (+)-l-7xWl/75X (-)-l-^ 
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#$t"f5;ft£. ^«»DTh^7>{0|^ ENANTIO— 0VM( I — y*— 
*fc»)*5lritt, ^±Jl>&m CHIRAL >"J-X^£©^^;^^A{C^^ 

ftO**!*, x*/-;k ;**y-;k ^.yy D /v-;k 7-feh~hU;K 
btf^yj-om^ CP-Chirasil-DeX CB(S?-x;HH'X>;*|fc«)fc:£ 

■ -M£x#m&ttm*mi&i mtpa c a -^h^_. 0 - (h , J:7;l , tD 

^^^^ **«fl:^«r***;^>K«*frr<5»^ Rft«« 

mtu. to7mmm&mz\LTik&® ao izmttzit^ mmmiz^v 
tmmmii^zwxit^m ao \zmk?%<k&%i*^? 0 <t%®(v) 

v tumt&ntcik&m m % (io ®75;s^3u-y^^ 
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77— Mk. ^>^)V7^y±l)V^Mt. (5 

Mt, fcf O US^loWWk hVtn^M-^^^Wb. t e r t -^)V 

te*nittt&mtf.£\ \\k%m no ©th****?^;^ 7;t-*;wb, t> 

Aj^h-fJWb, ^n/V^OWb, tTAD-r;W^ t^->x JWb, 

{b> T^xJWb, y^f JV7 $ ; ^?JW;^-JPft$nmi^i:) ; 

ft-gr^i (io o*;^+^;u*^x^5r;wb, 7$ Kftsnfcft^* cm, 

jW^^^fJi/iXfW^ x h^v-^i^x^rt^x^px^Mb, 
7^ ub;i/xx^;Hb, (5 i, 3-s?t^yi^> 
-4 — r;io j*^;px*7=-;wb, V^a^^u^v'^^^x^x^i'X 
7.7-Mk. *^)V7ki i iki£ntz.ik&®t£a] i£Ei)mWionz>. ens© 

(10 ©^a F7*;^l j£;i[*m 9 9 o^pfJ risnffl© 
H35SJ £1 7 #5H^lS:ft 1 6 3K^6 1 9 8Hti5m$nxv^«t-5^ *kW. 

mm-fc&mti-Tm^ztL&fc&yd (id fc^v (xiii) , 

(IV0 , fc-&#J (Ilia) > fb-&4& (I I lb) , fb-&& (II Ic) , \k&m (I I Id) , 

%>%® ci i if) , (nih) > (i in) -entrust ltjb 

25 vvrfc«k^. £©J;5ft*&<hLTte, fufELfcft;^ (I) %.tc\Z (10 © 
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tf-yt 77>^->3.tJP ^WtI/-y3>X (ORGAN 

IC FUNCTIONAL GROUP PREPARATIONS) ^ 
2K, 7*T5y^^tt (ACADEMIC PRESS, INC.) 
5 1 9 8.9^flJ; n>y°0^>zyf . h5>77^- j*~> 3 

> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

i ] 

5S (I) ^V^TX^-(CH 2 ) w3 CONR 8a (CH 2 ) w4 --eS^^^ (la) 
Ar — (CH 2 V 3 — C00H -f HN— (CHp w4 — Ar— y— : 

, oo oio ( \ 

I R ••• 

*- Ar' — (CH 2 ) w3 — CON (ch 2 ) w4 — Ar— Y— Ncf 

: : X P 2 .'* 

(la) 

*••-••••/ 

[^*> r 8a it7^mm^rziW\u^>^tix^x%^ c ^,7^ 
m rAny>^$nT^T*> < kVic 1 _ 5 T;^;i/j <t lilt Mis r«^s 

i) Bbk.m&m&mKtt& 
b FD^wh u 7i/-;KH0Bi)*«k^(Sfcf4)jttflaija:^u 5 %m<d 
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V 75. H Of £ b < « DMF) , ^ □ >ffc;£Mfc;7jc*^igJ£ b . 

<fi^DO^^>)» : x— x;t^i&iSE (# * b < « THF) 35: tf 5 ft 5 . 

U^A^ 7Kfflfe- h U ^A, **<b;&;i>3>£AJ&:£) , 

15 ^U^A^^^^^^H/^i:) V 'TM'J^ItfcfSTJV 

# v±m±m<Di&mT h ^- h u ^ a* ^ b u ^>a 

2) 7;w*-u*«**:ttr;^u±**K©*KYb* (flu 7jcg 

Yb±hU^A, Tk^tajU^A, TK^bU^A, zfcRfcAUtfAfcaf) , 

) 20 7;w*u'^sK*fctt7;u*u±^«o«»tt (flu *«^->-U»>a, 

*UC7A, ^-ki/^A/^t*) > T;W*U^«*fcH7';i/*U±38I^JR©R 

3) «*. tt, buxf^Tsx ^vyptr^x^rsV, N-;*5P 
25 ;we;1/*u>\ s^^y^/tru^v: dbu (i, 8 ->?Tif b?~>^D 

C5. 4. 0) C7>^-7-X» , DBN (1, 5 -i?71? □ C4. 

3. 
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M*-f£ 10 fcH L 24 &#MT&<5. 

(II) t 1 -fcni, 5 MS*0Fg;L<ttl fctr>L 3 ^JD 

h\ ■^SKftffl, Mi^^^.jjW-^M^i, C 6 _ 
. K rg^s^bx^T i fe<ti'^3iy-;i/j rfi^j tbm 

5£#ft^iSJi& -h'JWI, T^KJRJMk /r h >mmm, X)V 
i^Uffl^tfeJ:^. 7-fehxN»j;K THF, ^DD^^ 
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: \i. 7Km^ K U 7 A, j£» U OA, ex.Wl~)~ h U O A> TKS^b^- h U 0 A, 
■*»-fk:*"U 9 A, i*i£7j<lt± h U OA, FtM7Kfit# U OA, h Ux^75 

flr&*anm, 5£ ........... 

W— N— (CH 2 ) W 4 — Ar— Y— \ 
( A, • R 2 ..--' 

("la) \ "■"''>' • 

20 X^;P->'j;K 5^^^7ai— tert-:/?S>U^;*Wv'U;k tert 

-^j^x^y'JMa, c 2 _ 6 t;wt-;H0«i, i-7U;^t*)^^ 
AX, a^if), c^y^n^x^h *h*->, ih^x yp#*s/ 



WO 01/82925 

• g^ PCT/JP01/03614 

Mtt^*«(IIIi)fc»LTa*lft^DlOO«A ff*Kttia^L40 

V 200°C, ^UliOWL NXTCfctffcT* - £ fc J; Dfrr> £ £ 
raifc^L40MS«T&*. 

^#?(IIIa)tt, 5£ 
J 

W— N— (CH 2 ) w4 -_ Ar __ Y __ L 
(I I lb) 

HN^ 

v....--' 

(MM) 
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Tfe^C,_ l0 7'J- ;^;^-;^^v-J VMftMtVTlZs ^>if>X 

p - h^x^^M^x;!/^^ , i u>7.)V^~ 

/>oy><b^7K*^»»» 3Sf*J^*JK> -h'JJMS 7SH» 

N-^^fMM75 H (DMF) , 7thX X^y — ;V, fc?U^>& 
fl3^4U(IIIl)©«rffi**4, fl2-&4U.(IIIb)fc»b, 1 sj^fcub 100 ^»T£> 



5 
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i?>f£ET&&o ^c7)*«{^#f(IIIb)^b, 0.1 ft^L 100 



.8a 



R 



W— N— (CH 2 )w4— Ar — Y-OH 
(Mlh) 



ji-fc - jitti/ £ tts ^^"LTv^Tfeck^ c 6 . 10 7U — — 

b<« 1 10 ilt^^. 

0 SlfcyU^te-20 c C&^b 200*0, £f£b<teO < CftUb 100'CT^^o 
frlte 0. 1 Bf P^&^ L 48 P#F^ L < I fcU L 24 Pf^T^-S. 
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ifb^aiif)^; m%.\zv*-±)v ^f^>w$xhu- 35 , 

2761 "(l992)^Hfc|3m©^*^Vi«^n^T§^t#1"JltfCj:oT 
(II Ih) aifieDxx^Wt^* (1 1 1 d) ££tfn©M7G&K: <fc t) Mtc 

15 . 3212 (1991), • Z?*— 1r)\, ; '^f^v't^^X h 'J- 35 , 2761 

(I992)&«*:)te:«fct>, N-^iM* F£f£^2-fr3 ^tHioTiM?. E. £ 

20 *b^(IIIa)fci\ 3S • - " 

I , 

W N — (CH 2 )w4 " Ar — R 9 * — CO — R9b 

(I He) 
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ffi©c 1 _ 6 #3ta4*fb#*£j ©e>-^ ^*fffcifc^b5©fc©#wsns. 
»f ens. 

M7umtLxit. Mx\z*.m<t-fcomj-bvv&, bVT±b*z/7kmfc 
mv&mmt, mn i 20 ms»; » £l< « 1 &<*b 5 

KJ&MEfck ffi»-20'C«:^L 150*0, b < Itt 20 b 100°CT&3„ 
KftiftlHHZ* 5 #M&^ b 40 P*M,- ^Kttl L 24 B^jHttfifc*. 

arse Kfl^stt, wMm<mitmtoTfrt>ftz. mm<t 

mthT\t. &mf-mt'?>#>, ^□ak, msii, bum, 

^«(IIIc)ttfiBfi©x^T-;Wfc^»(IIId)^6, Grignarrd ^ 
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^4&(IIIa)tt» 5£ 
I . 

W— N— (CH 2 )w4 — Ar R» a — COO — 

(I I Id) 

ffr&*&'(liiam, a; 

I 

W: — N— (CH 2 ) W 4 — Ar CH 3 

(I I If) \ . 

^□•y-T * 22, 195 (1984) &£fcfelR<D>&80 fc«k Dxt5 >te^ 
ddT, X^-^Mb^tt, N,N— ^^?;^M7$ h^t;I/^ 
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• l/>*^/f>i^^HXfM> F0 9S/43953 &££E*©>5rftfcJ: D»fi 

*S?X^^;WR*. flIAtf JP 06107599 fcdffclBfto^ftfcJzB^X^x 

— h 60 , 4412 (1995), tr^XJU 7 7 -7-y a - 

^-T.^;V 7*k^>, 35^2693 (1987) ^^fcBB«©S^fc^-T 21 tfc«fc 058. 

MfBYb^aiif)^ s^^n©^^ vmm-rz>zt&T°^% 0 MX 

fcf, 6-75;-2-^W7'J>H 3J?<J7-T*^> 4 42 , 175 (1999), 
S^-Tr— ^--^f-y MJ-, 28, 1753 (1963), i?^- 

±)V 3rz? >r S.jjJUyifZL^— C, 829 (1970)&££fEm©7jj£ ! kL 

-LIS r^;i,^f>cD^4M«#:^V^^j ^: Ar 1 -(CH 2 ) w3 
-S0 2 OH (£*ae*ttfflB&IQM£*-9-) T«Sri*^*>l, & 
fcfifcS; : Ar >-(CH 2 ) w3 ~S00H (^^©S^«lufBi|WJS^<£^r) Tl 

5* (I) ^UTX^-(CH 2 ) w3 C00(CH 2 ) w4 -TS^^t/ (lb) fct 



WO 01/82925 



PCT/JPOl/03614 



67 



Ar'— (CH 2 ) W 3— COOH + HO— (CH 2 )w4 — Ar— Y— N 
(ID (IV) \ \ 



/ 
\„2 



Ar — (CH 2 ) w3 — COO (CH 2 )w4 — Ar— Y— N 



(lb) 




it^m (id <Dfc)fc\!kmm&zi i- u 5 mmatt^ b < « 1 &u u 3 mm) 



5 <ZMb^#j(IV)£:£. TO^^^-e^^ii-^o lfc^b. 



rTO^^j tutu i^-tfr-fJWE /xn^M^bTkm^ 

;i/A^^^?*bVi. 

15 • te. zKiPHb^HJ^A, i^g^U^A, l^g^hU^A, zkM^hU^A, 
7KM-fb*U^A, ^TK^hU^A, ^tK^^U^A, hUX^;UT^ 

20 <ffc£4fc (IV) tt» -WA.»iW09838156 KlS3«t©^rj***^tt 



[»&&3] 
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« (I) «^TX^-(CH 2 ) wl O(CH 2 ) w2 -T^^ib^ (Ic) M 
Ar — CCH 2 ) wl — L -f HO— (CH 2 )w2 — Ar— Y— N( : 

\ 2 

(V) (|v . } : 



/»'■ 



Ar — (CH 2 ) w1 0 (CH 2 )w2 — Ar— Y— 1\| 

•• •' V 
(Ic) : \ 



ih^m (IV) £*9l£:V>b5M5J| (^L<fil^L2Si) <D<k&to 

m*u>, try 

/wyxtrntTkm^mm* mmm^mm. ^hu«s, 75H» 

N-^fMMJSN* (DMF) , x-feh>, x^y-;K fc\U5»fc 
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tr>Tfc«kt>. fcfc-Vh. 7th-h'J;k ^DD^X ^DD*M^ 

mis 5 £f^&v>b 40 mm* $?£u<«i i8i^iHn?**. 

fc^OVOteU S#4M3I©^, 0BX«WO9838156 telB*6©#^**W* 

5 - ^ (I) ^ViTX^-(CH 2 ) w3 NR 8a C0(CH 2 ) w4 -^-5^'B-#! (I d) 

KJu ^J^trffBTS ^flsR*tJ:oT«i6$n«. ' 

(75 FfliRJS) 

A r 1 — (CH 2 ) W 3 — NH + H0OC-(CH 2 )w4 — Ar— Y— 



(VI) (VII) 



R 83 



Ar 1 — (CH 2 ) w3 NCO (CH 2 )w4 — Ar— Y— 



(Id) 



V..-" 



flr&4&(VII)tt,' g&'jkKKDfifc MA^W09S38156 \Z%dML<Djj&$>Z>Wt 
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5$(I) ^^^TX^-(CH 2 ) w5 NHCONR 8a (CH 2 ) w6 --e^^b^#l(I e) 

I / - 

Ar' — (CH 2 ) w5 — m z + N — (CH 2 )w6 — Ar — Y — : (|X) 

(VIII) I j \ R . ■•'*' 

o ^o •. 




R 8a 

Ar'— (CH 2 ) w5 NHCON (CH 2 ) w6 Ar Y— : 

:' i ; R 2 - -*' 



<b-&#l(IX)£ 1 fcHL5MS*(KFSL<ttl 1.5 £*)fc<£tt (VIII) 

mm turn ttiaa:ra«©'bo*jffl^6ti*. &£&tt« £?^b< 

r^ttftfltj turn 7;p3-;wR»j& x-^;i/^^ 
Any>fb«fls7K***ji, -hu;wm«, r^mmu. 

^J&i&^te, MftffiT 2 0 , C&V> 110 O c C,^?^L/< L 8 OX 
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■ mmm 6] 

5£ (I) K&^TAr '^fiS^fbT^Tfei^il^fM (Ar 2 

- Ar 3 ) £ (i f ) mx tiTia 7" u —^ifc ? y u > t 
(t u —jm y 

L 1 R '-.. 



: : — *- Ar— Ar 3 — X — Ar Y— V (If) 

10 [5fc»K Ar 2 :fc«ktfAr 3 te, ^nftS$fbT^t ! feJ;V«^f 

Ar 2 35<£Z>*Ar 3 T^£n<2> r»&a£&^bTV>T*>«fc^J|iIft^#;^3: 

is rzim&^mmmi \z^r. mmm * tmk^mmm > 

Ar 2 &<£tf Ar 3 #t, tfefcfiilS^WUT^T'fo il^i-^TSi 9, Ar 2 
-Ar 3 ^«^*WbT^Tt>J;Vifc*^a:-U;i'T^^iJ^W^b^. 0 
7U-^5/^'J>^H g#&*D©#ak flIAfck 7^ ^"5^7 
20 T^VS^bfT (Acta. Chemica Scandinavia) , 2 2 1 - 2 3 01, 1 9 9 

3t£m\zmm<z>J5^ &&wzcn\zm'?%>jjmzft-oT?f?z\£tf'v&2>. 
(x) t'lfcuvz mm&rti u < \t 1 b 1 . 5 mm) v>tt&m an 
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r&sj <^^«f^ mxmt^ (xi) {c^ft-T, in^^tio^i 

: 5 T&£o 

ra^^M^j turn /t^^^AMi^, -vtDVfmm 

7xZM77^» (0) . mkrt^ztVM^ \1X (hU7i 

-)l>-fcX7 4 » A°^^^7A (I I) 7QU b\ ^7i?*yi±-Eizmt£E&m 

xy£-;u (o) fcatfmtfztiZo 
. M rif^ij ofiSfflMte:, ft&m (xi) tcMbx, *uo. o 

20 fc^(X)&£mb^#KXI)te, g#:^O^tJ;DM3tT^^<h^T 

fcl^tl (I) <Do%. fc&m (10 te. OT® [S^t&7] fC^oTfeSa 

25 [£^£7] 

it^m (10 Ar'-H (XII) 
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L— X^Ar — Y — N <f ') (XI 1 1) 

f . I R 2 - '* " 

• • r ■ ' . • ' ' ■• ■ 

. ' 

fl^$5 (xii) ■*-<ktXft:'&* <xni) 9 §Sirr^>c 

HD^^XTHF), 1, 4- 1,2-'^ h^>I*>&^^5n 
MfB rAO^>W7jci«J.ibTH MA_teV ^dd^>, 
#313 T^#J5E^»«U tUTH fllA.ti, HUX>, *r$/V>. 

gftgB r^rh^jgij tl/Ttt> WA.fi, T±h>. **)V3Lr)V>rh> 

huIB rx;M^> F*»Jfci t bxtt, WAfi, V* ^)V7,)Vtt>> F (dmso) 
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5 Km, 7=L;ikKi&, xx^;wk^j5£: v 7V—A'p'y.7v>ifRr&s mom 
VT&mm&ffin-?% z.t\z£.v mm&m&az z. £a*x#£ 0 

■••*;^^^©««a6-i: LXttv. MAtf, C/ 1 _ 8 .:r;MVl>(0!, *?\>k. x^ 
;k y°u)d)v. >rv7°Dtr;K :^;k tert-^;^£)> c 7 . u 77M 

. ;KM, ^>i>;Ufc£), 7i"jK hU^Jk y'JJHR MJ*5P;k^U;k 

ter t - ^;i/^x^;i/-> u a > c 2 _ a 7)V>r~)\, m. i-ju £) & 

;k yptf;k -fy^owk ^;k tert-r/^fc^K 7ir;h hj 
^;k c 7 . 10 77WJK«, "*>sw&£), *;ks;k ClJ^-* 
;p#-;K«, z-fe^k 7°n tt-Mz if) . ^>.W;k c r _ 10 T^.;k^ 

;k y^fJk7iXjk>'JJk tert-^^l/^^Vv'J^k terl-^JU 
^X5SM/~>U;W£<£:K C 2 . 8 7;k^x;K^ l-TUMa^i^fflV^tl 
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3 C ^TJV&lWs ■ x^;K n-y'n M)VtiE), C x _ 

/ 

sfjl—ZfX'f y ~/>-fe (Protective Groups, in Organic 

Synthesis), John Wiley and Sons (1980) fctB*©>fr&?k£K*tf TfxS 



20. t L-T*©Ig<OSfii l/T^snxti J;^. 

aMMrt^ttfck «tt'& MCH g^^irCf^B Sfcg), MCH {CigHT^ 

m^K k7S?, fch&£)fc:fclU 

mch \zmm-r^mm<D^m-mmmtjiEt imc^^ns. 



15 
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(malignant mastocytosis), ^ Hit JESS (exogenous obesity), I^»a 
U>ttJE#ISi£ (hyper insulinar obesity), j&Mm 'lilEviOiyperplasmic 
obesity), T^Mtra (hypophyseal adiposity), MlkltftlEii-lE 
(hypoplasmic obesity), WIllififSTflE^ (hypo thyroid obesity), & 
^TO'Mvi (hypo thalamic obesity), #^£JE$N£ (symptomatic obesity), 
/J^SJEl (infantile obesity), ±¥#J3E#i (upper body obesity), 

(alimentary obesity), f»|g^T#«(hypogonadal obesity), 
±MME$iMMlk (systemic mastocytosis), ^MttlE^ (simple obesity), 
■f'frM^ (cent ral obes i ty) U El , nM'M (hyperphagi a) , ffimmW. 

*mm<D Mcafemm&£ztmmmmmz> ^n^mt^m ( i ) ( i o 
icfe T«Kb-r £ ci t (c j; -o xmrn^ „ 

mmu mkim. m&nu tm#j, mmnu wmmtzEnmmttm^z 
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^V^^^t-n-x^Jl/v'^A, ^PT^l^P-X^bD^A, -frfr 
^->tWW^-«- b U ^A,ilMb b* p*~>:7 0 p fcMMz;bP-X 
(L-HPC)^iWtf6n§. 

: ' ,; %*i«iij^ut«; i^^ ^uxfi/^u p-;k ^ptf v->^u 

15 - Zft&o 

) 20 ;u-fe;up-x^-bU^A, ^^;i/-fe;pp-x, th'o^v'^fwo-x, 
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^mm(DhLCR^tnM^<Dit^m avoirs* ^^^ajoigmia^; 

0. 1 &V>L 100 

&u 60kg) &m&<D ib^tcv o^mu. ^n^nm9Js^x^> 

^h^m (I) &&tt (10 i: l/T, #U0. 1 &^blt7 500ing, £?£L><te;&l 
ft^b^lOOn^ $££$?£b<^5 &^bm00mgT&D> 1 

z\<D&5temmmmmtvxte. m^mmmmi . mmm^m-m 
mm mmmtfcf&wM) i > mm^wMi . m^mi \ r^?^ 
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<J4T W>B£4£) * J TT- 5 0 lV G I —2 6 2 5 7 0. MCC- 5 5 
5* YM-4 4 0, DRF-2 5 9 3, BM-1 3-1 2 5 8, KRP-2 
'■9 7,'R-119 7()'2^W6tt5. 

eF^U— -^^U— -H (KAD- 1 2 2 9) , J TT- 6 0 8 

xu>&£*mswr £>n&. -<>7U>itm o. 45^50. 9 <w/ 

w) %©MI8£rB tK >X U ; '*frfbffi», HiEBfe^a * ^ >*cfctf*f > 

a:*, <>^<j>dt m =«si. *wsu wraa&g 
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/3 3TKl/^U>g##:fmm<ht.TteU MM*A J- 9 6 7 7, BMS 
-196085, SB-22 6 5 5 2 V AZ40 1 40 T&^Wetl^. 

'J>^K, BAY-27-9955 &if/^W*Sn3o 

7;PH-^«7C»*Ba#S9ibTtt, MZ-ttbJUUX?y b ; X./VIUX 
*y b ; <i ^ l/X^y h ; •i^M/***? h ; SNK- 8 6 0 ; lARJH^^ 
; AR 1 -5 0 9 ; AS - 3 2 0 1 ft*. 

^Dr-f i?.Cfia*a: LTte, -0l;t«.NGF, LY-333531 &£j&S3§tf 

. -bfejcWc^ r^^#^^j turn W^7;vyn7^^ 
;k ->px^v^-;k ttot^^^^^ ^w>bi 

X^;k *V>^> (memantine) , fcf^r*KU> (pimagedl ine ; ALT-711) 

mum** E-mmtf e> n§ . 

*«#WSHSfcbTtt, «*.«rs»i*-;p, 7^77i>775>, 

±12 rj^jfiijE^^^j turn ^J^.tf7>^T->-»sgift»*E*isi, 
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7°u;k 75t^ujk (M) t7^u;k usv-yyjk ^^^vj;k 

5 vtfX -^;i/^:B>^if^lf 6»tX^o : . 

.%V&J*9'*>*)MZlM£lsXte:-m&\*l'79uyfrV2** L-27152, 
AL 0671, NIP— 1 21 tz2ijb$^itfZ>tlZ>o- 

<>1/^^;K A'JW^>, -f W'S&JV&.Z'* CS-866, B4177fc£j&«S§WrS 

j-ib mmMmmmm (.mmmtmmmm) j ^l,th jsj^^hmg- 
hmg-c o Am^mmumMh^\^m -»a* 

dax^>, 7h;wtx^>, r7;wtx^5^>, ua>5p;k 
5 -tu/u^^x -r^;tx^^>, Z D -4 5 2 2 ^fcte^ene.©^ .(^J> 

^x^vxh^o mmmmmv&^mz. mm±m^*>nx^z>&-$m 
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rnmrnm t. ssu* izmmit i> xn s 2 mvmmo m-^mrnxo mm 
3) mE^mmrMmmu^mt{mmmMh^wi^\zmmti,Tn 
^>ti^2m<Dmm(om-n^mmx'<Dmmm.^^x(D^. 4) mch^^j 
&f£femMm.i&M£mmmMm£*fti* \zmmitvx&znz> 231©^© 
io. mf£z>&-¥m&x<Dmmi9i-¥, 5)ucu^m^mrzummm^m^mmmmM ' ) 
■ t&m* izmmtisxnznz 2m®mM(Dmfcz&r$m?&x<Dmmm:&& 
^t<d&# mK^mmr^mmm^im^mmmonmxo^ 

£cf©##m> mm\ * <d tm&i « o & v> i> 3 o *c & u «m ©<e 

25 feXfflj&lsfto 

FABMS (pos) tt, AaUK?miM^^ftiE (Fast Atom Bombardment Mass 
Spectrometry) STMJtkfcMX'^ hJUTfc*. 

s : -»^l/;y h (s i ng l e t) 
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d y-JVv V (d o u b let): 

t : WfVv K (triplet) 

q : ^7^fh-(quartet) 

m' : ~?)V?-~?Vy h (mu 1 t iplet) 

b r : ya- H (broad) 

J : *y^J>^ (coupling constant) 

Hz-: (Hertz) 
CDC1 3 : I^nn^M' 



DMSO-d 
THF 
DMF 
DMSO 
WSCD 



N, N-^^fJV*M75 H 



i-x^;i/-3- (3-^^^T5/^otf;i/) 73 



WSC : 

1 H — NMR : y'ah>mm^^M 

(M7'J-^.CDC I ^TiJ^bfc. ) 

I R : MMX^^ h;P 
Me : ^5=-^ 
E t : 

HOB t : 1 - k H D^i/- 1 H-^>^ h U 
I P E :y-ry7°D tf;i/X— tVI/ 
DMA P : 4-5?*3\M/7S>> tfU> ? > 

IUPAC-IUB C omm is ion on Biochemical 
Nomenc 1 a t u r e \Z ££Hg#£3^teijf£:frI? tC*5 ^ ^> tS^ Wg-^- tc 
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Fmo c : n- 9 -;7;1^1/-;m h*^;^-^ 

HOB t : l-th*D^M>Xh'J77-;i/ 

: 3, 4-ytFD-3-tKD^>-4-t+V- 
1, 2, 3-^>yhUT>?> 

DCC : N, N ' -i?=s$ P^y;WMi;< $ H 

CSB^##: 1) 

7vb SLC-l £rr- KfS cDNA <D7,2 V-->?lz<mm L/fcl^DNA 
CSB^!/## : 2) 

9y V SLC-l ^n-m cDNA©^^U-^>^^L7t^DNA^-r. 
C@5J!J## : 3 ] 

C@E3?!l#^-: 4) 

5' sai i ^fnsB^t#jp$ n , £^ 3 > ^j^spe 2 mmmmmzn 

tc^vh SLC-l cDNA <D±^mm^m-To 

z> v Y SLC-l ?m CHO MJ&O&Z D->^*3^S SLC-lmRNA (D^mmZMfe 
?2>tctblzmmVtcV#y°u-7 (riboprobe) 

h h SLC-l KT<5 cDNA ^©ft^fe^C^ bfe^ DNA . 

C@2J'J#-5§: 7) 

h h SLC-l £3- Kf£ cDNA £ 2*m\Z?tttb\Z®im ^^7^7-^ 
"To 

t h SLC-l £3- K-T^ cDNA £*tS@BJ!J&^-r o 
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t b SLC-1 OtTSytE^J^f. ' 
CIS?'J## : 1 0) 
t h SLC-1 (S) £3- £ cDNACDT.^ 7J -~ >^lc^ffi Lfe^DNA 

C@B^J## : 1 1 D 

5 ti K SLC-4 ,(S) £ n - H -T £ cDNA <DX ^ .U — - > ^fcftffl b DNA 
, CpBJiJ#^" : 12], 

t h SLC-1 (L) Srn — F"T£ cDNACDT^ U -->^^ffl bfe^DNA Sr^To 
■ CS5J<J#-5f : 1 3) 
t h SLC-1 (L) £3 — Ft§ cDNA (D7> & U — ->^fc^/8 bfc'&J&DNA ^"To 
0 Cia?lj#^ : 1 4] 

5' sai i mmzzwttm-zn. ^^3' wcspe i^@a^#in^n 

fcfc h SLC-1 (S) cDNA (D^^MWM&TrCto 
C@2M#^- : 1 5 ] . 

5' wcsai iraiBj!i^#SD^n v ^7t3 ; fijtcspe i mwmmm$imi£ft 

&th SLC-1 (L) cDNA (D^i&MWM&Ttto 

m?m^ y ' 1 6 1 ] . . 

t h SLC-1 (S) CHO|fflS^<t^t: h SLC-1 (L) CHO »BII&©#£ P— > 
fc&frS SLC-lmRNA ©B^a^M^T^fe^v^ U — ^ 

(riboprqbe) £r7K"3~o 

1 - 6-e#e>nfeiH^I##: 9,Tig£n£iMia?!l£:3— DNA 
Sr^-tfy^^^ Escherichia coli DH10B/phSLClL8 teu 

i*£2£ 1 B^e>®^H#XH^^^X^XSSTO^Bff (N 
I BH) CfKffFERM BP - 6 6 3 2 tbT, 1^1^ 2 1 

a^e»i^H^A • mmmszm a fo) c«^ifo 16254^1 

#%#!J 1 

{Bn-y'^)V 6- [ (n, N->?^ 5P;i/7 5 y ) p< 5=-;W -2-^-7 - h 
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1) 2, 6-t7^l^>y*M>iy^f JUXfiP (26. Og, 106mmol) 
£ N, N->?^^*M7$ H (500 ml) fcfcflfU 1 NTKK-ffc:^- h U *>AtK» 

5 JETteSSU aS*lC7lcftJpA>f:»«jS^5feL?t. (9 ml) 

6-0* h^^;i/fc;i/)-2-^-7^u>^;i/#>H(i4.6g) ^fifi^tt 

'H-NMR (DMSO-de) <5 : 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, m), 8.69 (2H, 
s). ' - ' " ■ ' • 

2) iufSim#£: h^#;i^- M -2-3-7 &1»%JVi$>m 
(5.00 g, 21.7 mmol) th'JX^7$> (3.93 ml, 28.2 inmol) £ tert-' 

> r 5^;i'T;i>b (65 mi) \zmffit: T-^<t^y=n=. m^Vjv (s. 62 mi, 

'26.1 mmol) ^PA, MT3 0'^ 1 O O 'CT 6 BtWit^U^o 

teiam* i o %^x>^?k», mti'&m.Tk-cVn&v, mykmwtj- h u 
-v&m&> ffijETizmmisfr. FMfh7kHP7 

5^X50 mDlzmmV, >KJ^T, 7K^t:T;P5X^AU^^A(728 mg,19.2 

mmoo^in^., mwv3mmm&vfr e Kj^m\zmmx.^f^ io«^x>^7jc 
^^p^tttmu w^a^^fp^TkT^, m7^m±hvb^ttm 

h;Px> : 0^X^;l/= 1 0 : 1) krO*®JU m&W&n-^V 
SrftU tert-^;P 6-(k h'D^^f j|/)-2-t7?;WWt^- h (2.26 

g) tt&mt^tvxm^ 

'H-NMR (DMS0-d 6 ) 6: 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 
t, J = 5. 7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (IH, m), 7.70-7.78 (3H, 
m), 8.07 (1H, s), 9.52 (1H, s). 
Tumfttirm C 16 H 13 N0 3( fcLT 
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tUSfe : C 70.31; H, 7.01; N, 5.12. 
^"SHt : C, 70. 36; H, 6.89; N, 5.14. 

3) HtJlB2)T#fc tert-^;V 6-(fc KD^i/^fjl/)-2-t7fJW- 
A*^-h (1.00 g, 3.66 obbo1)*^D"D>C^>(18 mDfcfctfU 

5 >#>(1. 59 g, 18,3 mmol) -MT4l$IHHt#Ltfc:; ?F***5* 

5^^MffiTf^liL, ^-fy^Ptf^x-^M^^^LT, tert- 
6-^;l/5;U-2-^75 L ;U^-A*X-h (889 mg) ^Sfit*itT# 

'H-NMR (CDC 1 3 ) <5: 1. 57 (9H, s) , 6. 76 (1H, br), 7.44 (1H. m), 7.83 (1H, 
10 d, J = 8. 4 Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 OH, s). 

4) ftif2 3)-e#fc tert-7^)l &-fc)V=i)V-2-j-7 h 
(300 mg, I! 1 1 mmol) t^?)l^75 >Sf 1 (270 mg, 3. 32 mmol) 
y-;K2 ml) ifh7kFP77>(2 . ml) (D^^fcMPU ->7V MJ 
kFDS51thU9A (210 mg, 3.32 mmol) Srin^U ^iST2B#raM#b 

-;i/=i o : i) izxmmv, mmit^m (242 mg) ^ifei^t^Tfi 

fee 

20 'H-NMR (CDCI3) 6: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 OH, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8.4 Hz), 7. 64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 
2 

25 H 

#%#| 1 <D 2)T#fe tert-^;U 6-(h h* U*is -1-^7 ^V*- 
/t^-K500 mg, 1.83 mmoDi hUX^;l/75>(0.254 ml, 1.83 mmol) § 
^ h y b h* □ 7 7 >(9 ml) K^0U tKJ^T^ * >7s^*x;i/^ □ U F (0. 142 
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ml, 1.83 mmol) ^JotL Sillf30^Lfc, ^aMfcfcSSU 3i££«JBE 
■l)fc»#U -JfcBfcfrUtfA (758 mg, 5.49 mmol), h°D U v>>(0. 153 ml, 1.83 

■Boi)*»iA* govt* 2 mmnftv ft* ^mizmm^jvty^mmttiv, 

T»84U tert-^;U 6- (l-tfp ij j;z;MWW-2-7-75 1 ;W-;U- 
h (388 mg) SifiMftibTUfc. 

■H-NMR(CDC1 3 ) 6: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 

tert-^;i/. 6- 0-k!^u^n;M^;w-2-^y^;^-n^-h 

(500 mg, 1.83 mmoljttf-^U i?> (0.1 81 ml, 1. 83 mmol) &m^T, ###| 

i © 4) t z. t: \z& d . mmit^ms mg) ^-fe^^i 

'H-NMR(CDC1 3 ) <5: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7.31 (1H, m), 7.43 (1H, m), 7.64 .(1H, m), 7.71 
(2H, m), 7.95 (1H, s). 

N-(4-7*Dt7xz;W-6-.(h ^U^^^-l-^y h75H 




l ) l © DtHfc 6-U h^isX^tf-M^-T-ypuy*)^ 

>@£(1.00 g, 4.34 mmol), 4-7'd^ETX>J> (747 mg, 4. 34 mmol) , 
^;i/7^7 tfUv> (531 mg, 4.34 mmol) $ N, N-v^^Jl/^AT^ K (10 
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mmzmmt.^T i-x^;i/-3-(3-^^;Pr^ //o tf;i/)-#;i^v-r $ 

Ki&it^ (833 mg, 4. 34 mmol) ^jJOAV mfa-Vimffl, 50^ 2 Bff^f #b 
fee 'SJfcMc 1 ^^^Jn^^x^l/Traffibfeo^ffi?^^ i Mfom 

yp^T-Uy)^;U#x;Pi-2-^-^hX-h (954 mg) £e&^<hbT# 

fee ; ' V ' ■ 

'H-NMR (DMS0-d 6 ) 6: 3.95 (3H, s), 7. 58 (2H, d, J = 8.-6 Hz), 7.82 (2H, 
3 d, J = 8.6Hz), 8.07 (2H, d,J = 8.6Hz), 8. 22 (1H, d, J = 8.6 Hz), 8.29 
(1H, d, J = 8.6 Hz) , : 8.63 (1H, s) , 8. 72 (1H, s) , 10.64 (1H, s). 
r 2 ) ' MfB 1 f 6-[(4-7a%7- l J : y)*;P^-JW-2-t7 h 

' X— K • • (9Wm£ Z. 34 nimbi) h a t7 ^ >(10 mDlCi^U &?£T> 

TK^t: U A ^ X^7 A (1 78 rag, 4. 68 mmol) ^ImX, tSt:2 P#Pe1it# 

mm^w (349 mg) £ s t b T#fc. 

'H-NMR (DMS0-d s ) 5": 4.71 (2H, d, J = 5.6 Hz), 5.4K1H, t, J = 5.6 Hz), 
7.56 (3H, ra), 7.82 (2H, d, J = 8.4 Hz), 7.92 (1H, s), 8. 02 (3H, in), 8.54 
(1H, s), 10.53 (1H, s). 

N- [2- (h KD^ ^)V) U x;W 7th75 H 

H 

1) 6-7$;-2-^?My'J> (1.02 g, 6.45 mmol) ^tf'J^XSO 
ml)K:?£fl?U (0.913 ml, 9.67 mmol) £fln*.l ^T3B#Fs1^ 

bfc. ^^MEETM^bfe^ ^-rv^atf^x-^^in^^^bb, 
N-(2-y^;i/-6-+yjx;i/)7iih7^ K (1.2'og) £fi£*ft*<t br#rto 
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'H-NMR (CDClj) 6: 2.22 (3H, s), 2.71 (3H, s), 7. 25 (1H, m), 7.52 (1H, 
m), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2 ) MH3 1) N- (2-;* U -)»T±: k7$ K (1 . 20 g, 
5.99mmol) «^DD*K (30 ml) £^#PU i-^DDl^If^ (2.48g, 
7. 19 mmol) ilf 3 l$ra^L&... iM£MJETg*iL 3£SK:S£ 

Wjl^v^Mtl. ffifthtcmmzzmh, n-(2-^^;p-i-^>- y u 

o.06 g) ^afe^tbT#rcc 

'H-NMR (DMS0-d 6 ) <5 : 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8.4Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, J = 9.3 Hz), 10.36 (1H, s). 

3) mm 2). N- (2-y ^)V-\-Hr**s F-6-^y U — )V) T-fe b T ^ H 
(4.64 g, 21.5"mmol)$iffi7Kim'(110 ml) Kl?t$pU 8,0 13T4if B »L- 

#j£y.^y-;k (nomi) izmmu ^T^immTKm^h v^A (21.5 
.mi), ^jd^., -aaa-c 1 mmmwvrc* gi^jETfc^byt. f#ewi 
Mj;i/$^7A^o7h^77^- mm mm ; ihhi^p .• y^y- 

;U=5 : 1) {££t>*if$gU ^ffitl^iilx^-'r y 7p If JH-fiV 

(1 : 3) jftSISHrftU mmik&W (2.65 g) $Sfii*tLT#fco 
'H-NMR (CD3OD) <?: 2.23 (3H, s), 4.89 (2H, s), 7.68 (1H, d, J = 8.7 Hz), 
7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8.7 
Hz), 8.33 (1H, s). 
#%M 6 



###d5Tt#&nfcN-[2-(t: HD^v^^W-e-^y 'Jrjl/]Jth75 




H (1.00 g, 4.62 mmol) \zmt?-*-)\, (23 ml) ^K^TTiDx., 2^r^ 
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4t&%) (900 rag) §i^ibT#fc. 

'H-NMR (CD3OD) <5 : 2. 23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8. 1? (2H, s-1 ike), 8.74 (1H, s), 9.01 (Iff, d, J = 8.4 Hz). 

###1 7 

if f^f ci 

H 2 N - 2HCI ... 

; 6 T# 6 tut N- [2- (pun* U r:; W Tir hT^ F 
i&^i&(900 mg, , 3. 32 mmol) \Z 5 S^lfilt (1.7 ml). *JPA.i. lOO'CT 2 P#M* 
. KJfti«£«JET«8tU # nfc^l^r h 7 1 F D 7 7 >tgfct 

10 LTtIft3 (849 l ing),^*tbT#fe. ... 

'H-NMR (CD3OD) 6 :5.07 (2H, s), 7.42, (1H, d, J = 2.4 Hz), 7. 71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8,4 Hz), 8.06 (1H, d, : J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
" 0mm 8 

15 4'-#U P-N- [2- {2 P P * -6-3V U -)V) [1 , 1 • - \d.73L~)V] -i-tl. 




##^i!7T#^nfe 2-(^PP^5^;i/)-6-^y U— ;l/75> 2 
, 4' P P [1, l'-lf 7ac=;W]-4-*;i/aJ5>K*ffl^T» 1 © WSC 

1 . * • ■ 

'H-NMR (DMS0-d 6 ). <5 : 4. 95 (2H, s), 7.58 (2H, d, J = 8.4 Hz), 7.66 (1H, 
d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7. 8 Hz), 8.01 
(1H,. d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, J = 7.8 Hz), 8.41 OH, 
25 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 
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2- (1 - tf D U ^ - ;M V) -6-* yj - JUT 5 > 




7© 1 N-[2-(l-fcf P U ^-;MfW-6-*y iJ-jH ^ 

5 75 KC5.53 g, 20. 5 mmoDfclM^ (100 ml) £iDx., HOX:-? I mffl^tft- 

«ffiTS*U imx5P;P-^^>^£^Mft^ (4.56:g) £ffr5fc£:b 

'H-NMR (DMS0-d 8 ) 5 : 1.83 (4H, m), 2, 62. (4H, m), 3. 90 (2H, s), 3.92 (2H, 
far), 6.92 OH, d, J = 2.8Hz), 7. 15 (1H, dd, J = 2:8, 8.6Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2. 8 Hz), .7.92 (1H, d, J = 8. 6 Hz). 
8b£ : 102-104'C 

N-[2-[(s?-f y^p tf;i/T5 y) y ^;W-6-^y V r;wjth75 K 

Me 

Me^N^^^Me^Me 
n 

5 7?#fc N-[2-(h Ho^y^^)-6-+/ ijz;W7t h75 H$ 

'H-NMR (CDC1 3 ) 6 : 1.05 (12H, d. J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7. 40-7.64 (2H, m), 7.80 (1H, d, J = 8.4 Hz), 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, J = 8. 1 Hz), 8.28 (1H, br). 
JAA: 147-148 X: GttAfc£*§ : ^x^x-x^-^*^) 
###!Jl 1 

N- [2- [ (>-X-2, 6-^ - fcM U - ;p) ^ -6-^ y U - ;p] 7 -fe 
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5 N- [2- ( h H D * i/* fP; W -6-* J U ;W 7"fe b 7 5 F & 

'H-NMR (CDC1 3 ) 5 : 1.02 (6H,d, J = 6.2 Hz), 1.25-1. 76 (6H, m), 2.24 (3H, 
s), 2. 50-2. 70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd,. J = 2. 2 and 8.8 Hz),- 
7.73 (1H, br), 7.83 (1H, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 
Ttmftffim. C )9 H 25 N 3 0 • 0. 5H 2 0 £ LT * 

Wr&ti. : C, 71.22; H, 8.18; N, 13.11." 

fUML:C, 71.01; H, 7.81; N, 12.90. 
MjR: 120-122 "C (^<b^:^X5 L ;l/-^^» 
##M1 2 

2-(i?x^;i/7ay^^;w-6-^y >J>75> 
!! 




25 



'H-NMR (CDC1 3 ) <5 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
Hb&-: 93-94 t: (giftil: yXf;H-T;kA^t» 
#5f M 13 

N-[2-[(2, 2, 6, 6-7" h '^pWH-fcWJ 5>=;W *^;W-6-*> U x;W7 
■feh75F 
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Me 



Me 



Me 




5 'H-NMR (CDC1 3 ) 5 : 1.03 (12H, m), 1.50-1.73 (6H, m), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (1H,. d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8.06 (1H, d, J=8.8Hz), 8.27 (1H, d, J=^2.4Hz). 
1 4 

2- (4-i/DD 7 x — ;w -5-7J S/-1 , 3-v?^-^*^ > 



1) p-^DD^>X7^ThF (3.2g, 22.7mmol) > t'^ (fcHD^ 
;*5VP) TP>i^l^ (5.0g, 22.7mmoI) ^irXp- FAX>7M>1 
1 TkSUKKO. 44g, 2.3mmol)©h;PX>(70ml)»»c* x Pean-StarkJK*S«& 
200ml ^77X3^T21itFIMMUc. Wf 
fSx^HfelOOml^inU lNzkBMfc^hU^A (50ml) , tK (50ml) % 
m-kELfc (50ml) 3*JEET»8fc& 
S^fl, 9$ 'J *WW 7 dt h ^7 7-f - ^vHJ-> 
-|»X^- 4 / 1 ) KftL«ftB*itT 2- (4-* p D7x-;W-5, 5'- 
^;^Xh^->-l,3-^^-y-> (5.9g, 76%) 

'H-NMR (CDC1 3 )<5 :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4.13(2H, 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4.85(2H, dd'like), 
5.460H. s), 7.32(2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
MM. : 54-55 V 

2) tfflBl) T#^2-(4-^DD^xx;W-5,5'-v : 7J;^Xh^->-l,3- 
(5.8g, 16.9 mmol) £ 90%X^ '60nl IC»0U Ctll:* 




COOH 
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ift^jiJ^A (3.8g, 67.7nm.ol) ^iQXT 3 mffliQf&MffiLtco 

5 :nXJl/)-5, 5'-S?^;^^v*-l, 3-^^it> (4 r 3g> 82%) 

'H-NMR (CDClj) 6 :3.99(2H, d, J=12.2Hz), 4.50(2H, dd. 1=4. 6Hz, 12.2Hz), 
5. 42(1H, s), 7. 35(2H, d, J=9.0Hz), 7.42(2H, d, J=9.0Hz). 
1B£ : 164-165 *C 

• 3) B&I32) -Vmfc 2-(*-^ DD7i=;W-5, B'-^M+^-l, 3-^ 
10 ^U-> (4.3g, 15mmol) £ HJX^75> (20ml) 150'CT 4 

BtteiOiftbfeo Jt^*i*BET»e«. ^^^^X^X— (200ml) \Z 

15 fAB(pos): 243 [MH] + 
: 183-184 "C 
15 

6- (1 - tf^ U 5?~)V* : ?)V) ± V 9 U >-2-7 5 > "" 




20 ##^3T#fc tert-^;P 6- (1-fcf^U S?x;M -2-^:7 

b (710mg, 2.09mmol) Sr h U 7Jl/*aftB6 (10ml) KligfllU I^tl 

»*UCA7lc»tt(50iil), ^fOA^7K(50ml)T^#^. «JET»*iSU &jg 
(420mg, 1.75mmol)S^ie6i!SStUT^fc. 
25 'H-NMR (DMS0-d 6 ) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 (1H, s), 6, 90 (1H, dd, J=8. 5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7.43UH, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
J=8..5Hz). 
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tert-y^;l/ 6-[(^-2,6-i?^5 1 ;i/-l-tf^U> ? ri;i/)^^;W-2-^7^ 



Me. 



Me O 




Si X 
Me^O N 
H 

'H-NMR <CDC1 S ) 6 : 1 . 08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
m), 2.53 (2H, m), 3. 92 (2H, s), 6. 58 (1H, brs), 7. 30 ,(1H, dd, J=2. 2 and 
8. 8Hz), 7:45 :.(1H, ; dd, J=1.5 and 8.5 Hz),. 7,71 (3H, m), 7. 94 (1H, brs). 

Me 




1 6 tert-y'^-JU 6-[(^-2, 6-^^^-l-fc:^U z?—)V) 

'H-NMR (CDCI3) 3:1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, m), 3.78(1H, brs), 3.91 (2H, s), 6.920H, dd, J=2. 4 and 
8.7Hz), 6.96C1H, m), 7. 38(1H, dd, J=l. 5 and 8. 3Hz), 7.51(1H, d, J=8.3Hz), 
7.63C1H, d, J=8. 5Hz), 7.68(1H, brs). 
###H 18 

6- (1 - hf □ U 5?=. )V* *?)V) i~ 7 ? V >-2-T 5. > 



JXTC^ 



WO 01/82925 PCT/JPOl/03614 

99 

'H-NMR (DMS0-d 6 ) <5 : 1.81 (4H, m), 2.56 (4H, m) , 3. 74 (2H, s), 3.80 (2H, 
br), : 6.93 (2H, dd, J = 2.1,' 8.4 Hz), 6.97 (1H, d, J = 2.1 Hz), 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7. 61-7. 64 (2H, m). 

5 ~##m 9 '•••*" 

6-[(2, 2,6, 6-5" h^^^-l-tf^U C J—)V) *^M-2-3-7?U>T ~i> 



Me 




Me. 



##M 1 (D 2)Tf#fe tert-^;U 6-(t Ko^^^W^-ty^- 

.. 'H-NMR (DMSO-dg) 5 : 1.02 (12H, s),: 1. 57 (6H, m), 3.78 (2H, br), 3.89 (2H, 
s), : 6. 89-6. 98- (2H, m), 7.41-7. 54 (2Hrm), 7. 63 (1H, d, J = 8.4 Hz), 7.76 
. (lH,:s). ■ ■ ■ ;;• •. -• , 

##0I|2 0 • 

15 N- [6- [ irJHV 7°M \f.)Vy.^j) * f-M -2-3-7 f-M t2- t F P *z/-2-* 




HO 
Me Me 

1) e-lkh'P^^^^H-^l — )V (500mg, 2.87mmol) <D~J*?- 
J|/7th75H (4ral) »ttlC*fil<b^->U.^A (344mg, 8. 61mmoI) £2)0*., 
20 1 «FlBJ8lj^bfc. 2-^D ; E-2-^fJl/yPA>.7S H (1.43g, 8.61mraol) £3 
UlttiO £7 A (476mg, 2. 87raraoO ^JOA, 16 Nria|K*^ Ufe. MJfcl£ 

v tf ;n-fiw; i o ifi^* i lt, 2-[[6-(t kp^>*^;w-2-± 

25 7^)V\^r^rzyy2-^)V7'uny7^ F (506mg) &*§fc. 
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'H-NMR (CDCI3) 6: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br), 7.16 (1H, dd, J = 2.4, .8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, . 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) HUfBl) ti^nfc 2-[[6-(t h'D^^/^5 1 ;W-2-t7f 

5>]-2-^^;l/7°DA'>T^ H (200ing,0.771mniol) ©^^?Mil/A7$ F 
(2.3ml) £ l,3-^^;l/-3,4,5,6-5=-h^t: Ko^2(lH)-fc: U HiV >• 
(0.23ml) mmzfrmikj- b U (68mg, 1.70mmol) &tiQZ. lOO'CcrlUt 

9i2^bifjy>(— ■•(»»»**; Wttx^w te«fc9»®bT, -fy^ot: 

;i/X-^;i/: ^\^+h>=l : i Difel** tbT; 2-h H D^.y-N-[6-(t 
H P^y/^)-2-t7^]-2-^f : J^D/\ , >75 F (50mg) 
' '' 3 ) HUB 2 ) Tf# S nfc 2- 1 F n ->-N- [6- (t FD^^ &j V) -I--? ~7 
5 .5 i ;W-2-^?^7'D; , ?>75 F (lOOmg, 0. 386mmol) £E3JWfc;£«* (I92mg, 
0. 578mmol) 0y^OP^^>(2. 3ml) mWiiZ b U 7x-MX7-f > (1 21rag, 
0.463mmol) =&Jn^ Mil? 4 B*IHI«^l/fc- EM^7M^7A7 07 

m\z.y^( v tf;i^y 5 > (3mi) ^Jn^.; so°ct i6fl#M8M£b;fc. 
> iti^i> s?x^;ux— 7km\z&m*iV'?j±&i3uz.i&&& 

b*f574- CRPB*«t ; i»x^;W Jc«fct)»SabT, ^1^>^J:t)t» 
*tlt, SEJBYfc;^ (58mg) 
i 'H NMR (CDC 1 3 ) (5: 1.05 (12H, d, J = 6.6Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 (1H, s) . 
2 1 

1 - [ (6-;* h * is-l-ir y=?)V)* ML u U V > 
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N' 

II .1 J 

MeO.' 

f te.tr* hT;i/xt H (3. OQg, 16.1mmol)itfp U ^> (2.69ml, 

32.2mmol) b hVO^^> (32ml) (16ml) Jg&fc h U h 

. ^fefc HP'*9Slt h y.^A;.(6. 1 83g, 32. 2inmol) £ CCTiD^ ^§.T7B# 

b/co JSF«|E&«ffiT*«I^Tv *jBflS'&tt (3.89g). £#fco 
'H-NMR (CDClj) <5: K 80 (4H, ,m), 2.54,(4H, m), 3. 74 (2H, s), 3.92 (3H, 
3 . s), .7.13 (2H,--m), .7.45 (1H, m), 7. 68-7.73 (3H, m).. 

: ,;us.> 6-(i-;tfD u ^xi;Pp<^;W-2-^-^ h— ;k ^fcjjtfftg^ 

###12 i-z?#e>nfc i-[(B-> >^^-2-^-^^;0^^;w tfa'ji?> 

5 (3.63g, : lS.Oinmol) CD 48%^tl7j<^ (75ml) lOCCT 6 Bff^^b 

<V7°atf;Px-^;U-Zrtfe#L.T. mmik&m (2.45g) $iM*ibt§ 

'H-NMR (CDC1 3 , free base) <5 : 1.80 (4H, m), 2.71 (4H, m), 3.77 (2H, s), 
) 5.20 (1H, br), 6.78 (1H, d, J = 2.6 Hz), 7.85 (1H, dd, J = 2. 6, 8. 8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, J = 8. 8 Hz) , 8.56 (1H, s). 
23 

2-*^)l-l, 2, 3, 4-5=- h =7 1 H D^>y Cb] [1, 6]^-^^U >>>-8-7^ > 
N 




N 

KL,N' ^ ^ v Me 

1) 2-7$y-5-X h D / <>X7^Tk (l.-00g, 6.02mmol) t \-*J- 
;l/ ._ 4 _tf/^ijc;y > (0.89ml, 7.22mmol) ©I^;- ;k (108ml) mWz 4 ^ 
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Jt*!fe'ffctf-MJ£A (9.0ml) &£ffi*T?in*., 60*CT 1 «PMUH^bfc. 

5 ' T i?-< ^>i/nlf;PX— ^VjCfcD'IfrTfcfcUT, 2-^?;m--Kp-i,2 j 3 > 4-t 
h7tHo^/ [b] [1 , 6] ^ 7 ^ U > (430mg) 

'H-NMR (CDC1 3 ) 5: 2. 55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t, 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8. 10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2.7 Hz). 
10 2) tufHl) T#7t 2-^?jR--hD-l,2 I 3,4-fh7fc KO^>!/ 

[b][l,6]^-^5 i U^> (413mg, 1. 70mmol) <h lOX/^PV A-^fSt©*:? V — 

jv (9.5mi) s«^7K^iamT-e2Btr«m#bfco tfa«&^3i'bfca, 5 

(315mg) 

L5 - 'H-NMR (CDC1 3 ) 6: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
J = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (lH, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7/80 (1H, d, J = 9.0 Hz). 
2 4 

[5- [ (4-7* U =E^>i>)U) v-] -1H-- T > H — )\r-l-' f )V\ * * J —)V 



:o 





J! J 

Br' 

1 ) 5-fc Hn^r>'-lH-r > Y—)V-2-^)V^i^U— h (508mg, 

2.48mmol) , l-^D^-^nt^^V) ^<>if> (681mg, 2.72ramol) t&k 
^TJ'J^A (684mg, 4.95mmol) <D7±h-h'))l> (12ml) ^^80*0X3 

# e> n^ssst S7^tA7^D-7h^7 7^- 0SMft& ; Sixf;w 

l:«fc»90lT, V7'u¥)lsZL-^MZJ:Vmm\:VT, X^Jl 5-1(4-7* 
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p^^>^;i/)^->]^iH-^>H--;u-2^;i/^^vi/-h (565mg) znfc<, 

'H-NMR (DMSO-d 6 ) 6 : 1.33 (3H, t,- J =,6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s), 6.98-7.04 (2H, in), 7. 18 (1H, d, J = 2.4 Hz), .7.36 (1H, d, 
J = 8.7 Hz), 7.43 (2H, d, J = 8.4 Hz),. 7.59 (2H, d, J = S.4 Hz), 11.77 
5 (1H, s). ' ' • 

2) ttiisi) xmzntcx.^jv 5-c(4-^d ; e^>>?;i/)^v]-ih-<> 

K— h (300mg, 0. 802mmol) (Drb^t Ho^^>(4ml) 

mmz. O'CTTK^b.U^AT^l/S— (60,8mg, 1.60mmol) 1 

-f vyo ^;i/X-^;U<h^1t.>^J;D^7i?'fbLT, ^Mft;^.:(219ing) 

■H-NMR (DMS0-d 6 ) 6 : 4.55 (2H, d, J = 8.4 Hz), 5. 05 .(2H, : s), , 5. 19 (1H, 

5 - t, J = 8.4Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8. 8, 2.2 Hz), 7.03 (1H, 

d, J = 2.2 Hz), 7.20 (1H, d, J = 8.8 Hz), 7.41. (2H,. d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s) . 

4'-^OP-N-[6-[(N, N-v ? ^^;i/T5/)^^;W-2-^-7^;H[I,l'-b* 

^aix;W-4-^;i/^^rti-$ H 
o 




II 

rr 

cr 

(237 mg, 0.789 mmol) £ h U 7>>M"P@1^ (4 ml) izBM 

u iisTi^m ®m*mj£Tizmmvrco mmzmm^jw m 
mti^^A^mm^iax, tm^)vx^\hvtz.o mmm^mfa^wkxm 
#u M7mmi- b v o &~c$m&. mj£T\zm%i,tc 0 nzntcjm. 4'- 
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^DDtf7i- )]/l3)\>-$>m. 084 mg, 0.789 mmol) £ 7 tTU 
>>> (96.4 mg, 0.789 mmol). * N,N-^fMJPA75 H(4 

(151 mg, 0.789 mmol) ^iPx., 6P9MSt^bfc. SMtltx? 

-f V kf^X-^ (1 : . 5 ) CDS^»«# SiSfjSlft: U mmfc£>® (207 

mg) $efi»*tUT#fe. 
10 'H-NMR (DMS0-d 6 ) -6 : 2. 19 (6H,. s) .-. 3. 53 (2H, s) , 7. 45 (1H, d, J = 8. 4 Hz) , ' ") 

7.58 (2H, d, J = 8.4 Hz)„ 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H, d, J = 

8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 

FAB(pos) : 415.2 [M+H]* 

Mj£ : 230-231T; 
15 MMM 2 

4* - ^ p d -N- [6- a - tf d u i? - )v* ^)V) -i-r y ^)V\ a , r - 1* y x. x 
;i/]-4-^;i^#^it5 h 



##M2-e#fe tert-^;l/ 6-(I-fcfP U $?x;M3VW-2-:*-:73^fc&— 
20 A* — M387 mg, 1.19 mmol), ^DPk^x-^M^ (112 mg, 
0.482 amoDM^T, **«lira*©»fP*fT5'Cfck:«fcl)atj8fl5^« 
(212 rag)&e^ttT#fc. 

'H-NMR (DMS0-d 6 ) <5 : 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7. 75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8. 7 Hz), 8.45 (lH, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] + 

214-217°C (£Afc£ft : WfSLttfr- =M V 7 P fcMl/X-^;]/) 




) 
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15 



H«!l3 




A**-h(100mg, 0A2.mol)t.¥-#UU\Z7x.~)VjJ)l>tf}'& (116 mg, 
O.49-mmol)&fflViT,^Jfi0y.l tra«©i!lf^*ff 5 £ £fc«fc (103 

'H-NMR (DMSO-dj) 6: 1,41-1. 51 (6H, m>, 2. 37 ,(4H, m) , 3. 56 (2H, s), 7.46 
(1H, d, J = 8.4Hz), 7.58 (2H, d, J = 8. 7- Hz), 7.72 (1H, s), 7.80 (7H, 
m), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H., s), 10.48 (1H, s). 
MM : 220-222^ (|| JMU*** : IfflX^- V tf ;UX— 

N-(4-^D^7x-;i/)-6-[(^^^;i/Tay)^^;w-2-^^ihr5 h* 

H 




#^J4^#fe N-(4-^n ; er7xn;i/)-6-(t Ha^^/^W^-t^ h 
75. F (349 mg, 0. 980 mmolK h >(0. 164ml, 1. 18mmol) S: N,N- 

$?^?;»A75F(5 ml)fc**U *»Tttft^^ >7Jl/*x;K0. 091 
ml, 18mmol)^iD^>30^^itj^L,fCo^mc> J ^^T5>^Mm(160mg > 
20 96 nmol)tK§ft*U^A(406 mg, 2.94 mmol) 60-C.T 16 mmm&L 

25 'H-NMR (DMS0-d 6 ) 5: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 
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d. J = 9.0 Hz), 7.87 (1H, s), 8.00 (3H ,m), 8.54 (1H, s), 10.52 (1H, s). 

mmms 

N- (4'- ^□D[l,l'-lf7i-JW -4--f ; W -6- [ (N, N-^ ;* 3^7 S / ) X ^ 



ci 




l4T#rcN-(4-^P^E^x-;W-6-[(>?^^;>^5y)^^; I ,]_2-^ 
y h75 H028 mg, 0.334 mmolK 4-^ p P 7x~J^D >^(62. 7 mg, 401 
mmol), 2^^M^^"hU^A(0. 668 ml, 1. 34 mmol) h + >'X^> (3 

ml)i^h^k'KP^^>(0.3ml)O^^{c^L^ ^SfJfHJlCT, 
7=1rX h U 7xi:;^7.^ >/t7 v^A (11.6 mg, 0.01 mol) ^in^U 90^ 

^x^t^v^ptrjvx-T^ a :3) (Dig&mmfrzmgkfci^ 

^mit^m (42 mg) ^fifef*iLT#fc. 

'H-NMR (DMS0-d 6 ) (5 : 2. 21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 

: 240-242"C 
MlfaW 6 

4'- : 7PP-N-[2-[(N,N-^^;i'T^y)^^;W-6-^/Ux;W[l,r-tf 





^ ^ Me 



[I 

CI 



1) ###l5T#7cN-[2-(fc: F D^5>*3^)-6-3V U x;),] 7-fe 
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F (92.3 mg, 0.427 mmol) ' £ h'JX^V7^> (0.0712 ml, 0.512 mmol) 
£N,N-^^;M^A7^ F(2 ml)l;:?&#?U .tR^T, mtM'y^Vib- 
)V (0.0396 ml, 0.512 mmol) 3 0^Wit#Lfeo frfomzV 

T5.yUW& (69.6 mg, 0.854 mmol) £^M7JU^A (177 mg, 1.28 mmol) 
5 • £#D;U 6CCT16 mfflm&l>fe 0 RmmzmWit} U £7 ATR^SrinT^ 

(IiW;Hix^0 ^^^^^^-^-[(N.'N-^^^T^y) 
y^;|/|-6-^/ U — ;W 7th7i F (71.9 mg) ^ifttitl/Tifc. 
'H-NMR (CDC 1 3 ) 6: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2 ) jtufB 1 )T*mc N-[2-[(N, /) *5F;W-6-3r7 U x;W 

TirhT^F (1.9mg, 0. 296 mmol) ^jft^Sft (1.5ml) Kjg^U llOt 

(68 8 mg, 0/296 mmol) ^v^^X^ > tf U >>> (36. 1 mg, 0. 296 
mmol)^N,N-^^^;^;i>AT5 F(1.5 mI)fC^j§?b, tIc&T, 1-X3VU-3- 
(3-5>*3 t jV7'5 7 tf;W)-^;l/**^-r 5 F*£M*& (56. 6 mg, 0. 296 mmol) 

ttftft. MJ£T«^bfe. #P»n&ai$7JV5t*7A^n7b^77 
^- (IMi^x^W K-^DSffiSU imx^k-iMV^nt^ 
x _^ ;l/ (1 : 5 ) ^e>^^bb, Sa^^* (60.6mg) SSfi|&*tLT 

•H-NMR (DMS0-d 6 ) <5 : 2.23 (6H, s)\ 3.67 (2H, s), 7.58 (3H, m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),. 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.13 (2H, d, J = 8.4 Hz), 8. 29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 (1H, s). 
FABCpos) : 416.1 [M+H] + 
ffljft : 219-221'C • 

5 4 , -7^D-N-[2-(l-tfDiJ^-;M5 1 ;0-6^;ij-;i,][i i] '-|f 7l 
-;i/]-4-^/;^^5 K 

1.) 5 X-ntc N-[2-(t>*D^>^ J-)V) -6-4 y U - ;W y-fe h 7 = 

N- [2- (1 - fcT D U z?-)V* *)V) -6-f / U 7th75HftS 6^* t L 

'H-NMR (CDCI3) <5 :l.S5 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
"7.58 (2H, m), 7, 80 (1H, s), 7. 98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 

2) MnZ l)T#£:N-[2-(l-fcr D'J^- )l*f~)V)-b-*r ; >J-JW7t h 

'H-NMR (DMS0-d 6 ) <5:1.76 (4H, m). 2.61 (4H, m), 3.94 (2H, s), 7.36 (2H, 
m), 7.59 (1H, d, J = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, J = 2. 0 Hz)., 10.61 (1H, s). 
FABCpos): 426. 1 [M+H] + 

St& : 190-193^ (ffighltmm : If&X^-vH' V^D tf;Vx-> )V) 
4'-^PD-N-[2-(l-tfDU^-^^^;i/)-6-4y V-M [l,l'-t*7iZ- 

;W-4-*;p^^-tf-$ f 
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mMM7 CO N- [2- 0 - fcf D U z?=.)V* ^)V) -6-* / U ~;W T-fe h 

'H-NMR (DMS0-d 6 ) <5 : 1.77 (4H, in), 2.65 (4H, m), 3. 98 (2H, s), 7.59 (3H, 
m), 7.59 OH, d, J = 8. 4 Hz), 7. 87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, ;J = 2.0 Hz), 10. 61 : (1H, s). 
FAB(pos): 442. 1 [M+H] + 

MA : 2oo-202t: c&Aftifttt : B«X^;i/-$?-f V^DtfJVX— 5\«/) 
4 , -7;V^-o-N-[2-(i ;l t!^u> 5 x;i/^^;i/)-6^y U— ;W Ci.T-tf^x 

O r*^ >^ "^r N 




1 ) 5 TZWTc N-[2-(kh'P^ S^W -6-3r ^ U x;W Xir h T ^ 

H <h fcWJ 5?>&JBV>T, 6(D1) £W»<Z>SWts*fr5 21 £ 0 ^ 

'H-NMR (CDC1 3 ) 5: 1.47 (2H, m), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2. 4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, J .= 2.4 Hz). 
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'H-NMR (DMS0-d 6 ) <5 : 1.44 (2H, m), 1.56 (4H, m) ,. 2. 50 (4H, m), 3.77 (2H, 



d, J = 8.4 Hz), 8. 54 -OH, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 440.2 [M+H] + 
5 Kjft : 202-204°C : W&ttfr- V ?u \±)V2L~t)V) 

4 , -^DD-N-[2-(i-tf^u^r.;M5 1 ;p)-6-^y y— ;w [i,r-tf^oi- 



io mmM9 <D l)T#7tN-[2-(l-tf^U ^n;i/^^;W-6-^/ U^WXii h 
'H-NMR (DMS0-d 6 ) <5 : 1.47 (2H,.m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 



15 = 8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456.1 [M+H] + 

11 

4' d □-N-[2-(4- ; &;i/3j>u n;i/^^;i/)-6-=^y u [l.i'-tf:^- 
20 ;W-4-^;^^+h5 H 



l ) #.#0!J.5 n- [2- (fc F D*e/*^;W -6-*/ U n;W y± h r =l 



s), 7.35 (2H, m), 7.60 (1H, d, J = 8. 7 Hz), 7. 81-8. 14 (8H, m), 8.30 (1H, 




s), 7.61 (3H, in), 7. 81-7. 90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
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'H-NMR (CDC 1 3 ) 6 : 2.25 (3H. s), 2.55 (4H, t, J = 4. 5 Hz), 3. 75 (4H, t, 
J = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br) 7. 51 (1H, dd, J = 2.4, 9.0Hz), 
7.60 (1H, d, J = 8.4 Hz), 8.01 (1H, d, J = 9.0 Hz), 8. 09, OH,, d. J = 8. 4 
5 Hz)," 8. 32 (1H, d, J = 2.4 Hz). 

2 ) itilS 1 ) N- [2- (A-=E)U^ U ~)V* ^)V) -6-* J U -M 7± b 

'H-NMR (DMSO-dg) <5 : 2.45 (4H, t, J = 4. 5 Hz), 3.61. (4H, t, J = 4. 5 Hz), 
10 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8. 4 Hz) , 7. 88 (2H, d, J = 
8.4 Hz), 7.97 (1H, d, J = 9. 6) r'S. 04 (1H, dd, J = 9.0, 2.1Hz), 8.13 (2H, 
d, J = 8.4Hz), 8.30 (1H, d, J = 8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 
(1H, s). 

Ttmfttfrm C 27 H, 4 C1N 3 0 2 £ LT 
15 - m-kjk : C, 70. 81; H, 5. 28; N, 9.18: 
§£&k : C, 70. 66 ; H, 51 31 ; N, 8. 90: ' ; 
m&: 236-238T:- (tirlMti*** : »BftX^>W-^-f Vif U tf;VX-x^) 
HJgflll 2 ' 

20 • 3^1^ K 



H«j 1101 n-[2-(4- ; e;p^u -;w^^-;w-6-^/ .u 

25 'H-NMR (DMSO-dg) 6 : 2.47 (4H, t, J = 4. 5 Hz), 3.61 (4H, t, J = 4. 5. Hz), 
3.74 (2H, s), 7.44 (1H, m), 7. 53 (2H, m), 7.61 (1H, d, J = 8.4 Hz), 7.78 




H 
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25 



(2H, d, J = 7.5), 7.88- (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d. 
J = 8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 
Ttmfrffim C 27 H 25 N 3 0 2 * 0. 5H 2 0 t hX 

§t-JH£:C, 74.98; H, 6.06; N, 9.72. 

£IMI:C, 75.08; H, 6.07; N, 9.80. 
»£ : 214-215-C C1MMBMK : St^-^ V 'XuWVX.-T'M 
MMM 13 

4'-^;^D-N-[2-(4-^;i/*u^;v^^)-6-^^uri;w[i,r-t:^ai 

o 




mmmi 1 <d i)T#feN-[2-(4-^;^u^^^v)-6-^/ u_;wr-fe 



■H-NMR (DMS0-d 6 ) 5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7. 35 <2H, m), 7.61 (1H, d, J = 8.4Hz), 7.84 (4H, m), 7.96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1Hz), 8.30 OH, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59 (1H, 
s). 

20 Ttmfrffim C„H M FN s 0 2 i:UT 

*ym& : C, 73.45; H, 5.4S; N, 9.52. 
m&fe : C, 73.37; H, 5.36; N, 9.52. 

sua : 211-212-0 mmaam si^-^ v^-tjd 
e- (4-^ = jw -N- [2- u-w* u =uv* -6-+ / 'J -jm - 3 
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• Me' 

$mm 1 1 o i ) x*ntc n- [2- (4-^;i/* u ~;!/* ^;i/) -6-3v u r-fe 

5 'H-NMR (DMSO-de) <5 : 2. 39 (3H, s), 2. 45 (4H, t, J = 4. 5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.62 (1H, d, J 
• =8.4 Hz), 8.01 (2H, m), 8.12 (3H, m), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, J = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2. 4 Hz), 9.23 (1H, d, J = 

: ' .2.4 Hz), 10.72 (1H, ; s). ' / ' -' 

tf^ii : C, ; 73-95 ; H, 5.98 ;K 12.78, 
_•' m$klig. : C, 73. 92 ; H, 5. 92 ; N, 1 3. 01 . 

mk : 214-21 e-c (*§r B ft;to : wx^ji/ - v :/ □ tr;i/x— 
nm^ii 15 




HJS^I 6 01) N- [2- [ (N, M 7 S? ^ 9^7 5 /O * W -6-* ^ U -J W 

7th75 Hilf7xn;W*;i>al?>lfc*fflViT, ^iI^J6 0 2) £|pMf&©il| 

'H-NMR (DMSO-de) (5 : 2. 23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, J = 7.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, J = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2. 1 Hz), 10.59 (1H, s). 
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Ttmftffim- c 25 h 23 n 3 o thx 

§t^M:C, 78.71; H, 6.08; N, 11.02. 
: C, 78.44; H, 6.07; N, 11.01. 




^ifsj 6 © i ) n- [2- c at. n-^* 3^7^ / ) p< 3y M -6-* y u =;w 
10 jthTSKi ±>-7)vnm \£y^j\f^)^>m^m^x, mmm 692) 

'H-NMR (DMSO-dj) (5 : 2. 23 (6H, s) A 3. 67 (2H, s), 7. 35 (2H, m), 7.58 (1H, 
• d, J = 8. 4 Hz), 7.84 (4H, m), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J,= 8.7 Hz), 
15 8.52 (1H, d, J - 2.3 Hz), 10.58 (1H, s). 
Ttmftffim. C 2S H 22 FN 3 0 iiVX 

fUMS : C, 75.17; H, 5.55; N, 10.52. 
$&kM : C, 74.89; H, 5.60; N, 10.52. 

205-208^ GttAfci&JK : H*X^-'$M V7°U tf;i/X— . 

20 mffiM 1 7 

n- [2- [ s;)^ j-m -6-* y u x;w -6- (4-* ?mu 7 - 




6 CD 1 ) Tr#fe N- [2- [ (N, N-y/ ^)V7 ^J)*^M -6-* 7 U -)V\ 
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'H-NMR (DMSO-d 6 ) <5 : 2. 23 (6H, s) , 2.39 (3H, s), 3. 67 (2H, s), 7.36 (2H, 
d, J = 8. 1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, m), 8.12 (3H, .m), 
5 8.30 (1H, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2.4 Hz), 8.51 (1H, s), 
9.22 OH, d, J = 2.4 Hz), 10.72 (1H, s). 
TTMftffim. C 25 H„N 4 0<hbT 

mM-ife : C, 75. 73; H, 6. 10; N, 14. 13. 

mmm-.c 7.5.44; h, 6.19; n, 14. 12. 

0 : 220-22210 (£J|ft;&& : IfflfcX^- V Zfu \Z)V3L-<r)V) 

mmm 1 8 

4' -i? □ 0-N-[2-[(2, S-^^^V-l-HD 'J ^JW 'J- 
' : )W [1, r -k'7xr:;W-4-^ jV^4t5 H 



Me 




1) ###J5-C#fcN-[2-(t: HD^^f;W-6-+; "J-jUJ-lrhTS 

N-[2-[(2, 5-^^^-l-trD »J V~)l>) *3=-;K)-6-3r/ U~;WX-fe: h75h* 

•H-NMR (CDCI3) 6 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
(2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2. 2, 9.0 Hz), 7.69 OH, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8. 03 (1H, d, J = 8. 4 
Hz), 8.29 (1H, s). 

2) mm i) x*ntz. n-C2-c(2, 5-^^^;i/-i-tf p u s*=;w 

FAB(pos) : 470.2[M+H] + 
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N-[2-[(2, JW-fD U y~JW ^?JW-6-^y iJ^]-4'-7M 



5 18© 1 N-[2-[(2, □ U 5?—^) *^JW-6- 

FAB(pos) : 454.2[M+H] 4 

mmm2 o 

io N-[2-[(2, s-*?*^)V-\-\± DU^-;W^^W-6-*y U ~;W [l, f -if? 



Ife&SM l 8 © N-[2-[(2, 5-^^^;i/-i-fcTP U ^n;W^f;W-6- 

FAB(pos) : 436.2[M+H] + 

4-(4-^5 1 ;P-i-k°^u^-;i/)-N-[2-(i-tfDU> ? ^;i/^^-;i')-6-^/ U- 



Me 





Me ■ 
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2ffiM7 <D l)T#£:N-[2-(l-tf D U'S^n U-;W7t h 

'H-NMR (DMS0-d 6 ) <5 : 0. 98 (3H, d, J = 6.4 Hz), 1.33 (2H, m), 1.59 (1H, 
5 m), 1.74 (2H, m), 1.80- (4H, m), 2.62 (4H, m), 2.86 (2H, m), 3.85 (2H, 
m), 3.94 (2H, s), .6.95 (2H, -d, J, = 9.0 Hz), 7. 57. (1H,. d, J = 8.7 Hz), 
7.65 (1H, dd, J = 2.4, 8.7 Hz), 7.81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 (1H, d; J = 8.7 Hz), -8.10 (1H, -d, J = 8. 7 Hz) , 8, 45 (1H, d, 1 = 2.4 
Hz). . : : 

0 FABCpos) : : ; 429.3CM+H3* 

MA. : 200-202*C .- (&Afc&& : ItpX^- V Zf O Td)V3L~-7-)V) 

mmm 22 

4- (2-^v-i- fc?yvj P—M -N- [2- (i-tf a u >?— ;v^.^;i/)-6-^y,u n 

5 

'H-NMR (DMSO-de) 6 : 1.84 (4H, m), L..98 C4H, m), 2.62 C6H, m), 3.70 (2H, 
) m), 3.94 (2H, s), 7.38 (2H, d, 1 =.8.4 Hz), 7.59 (1H, d, 1 = 8.4 Hz), 
7.68 (1H, dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (IH, d, 
I =9.0 Hz), 8.11 OH, d, I = 8.4 Hz), 8.30 (1H, br), 8.45 OH, d, J = 
2. 3 Hz) . 

FABCpos) : 429.2[M+H] + 

1 flfcjft: 210-212 < C (ttAfc&$.: St^X^-iM VZfU KfrX.-rM 

3 

4' □ D-N-[2-[[(2R, 6S)-2, 6-^^^-1-tf^U z?—)V\ ;>Wl/)-6-^ 
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J U-;u] [l, i'-t!7x-JW-4^M>t$ F 

Me 




8 -em 6nfc4'-^Dn-N- [2- & d d * -6-* ;u- 

MD.r-h^irjW-^M^H (100 mg, 0.246 mmol), (2R,6S)- 
2,6-> ? ^^;Hf^U> ? >(0. 331 ml, 2. 46 mmol) tmM* V "^A (67. 9 mg, 
0.491 mmol) ©->^?;WA7 S F (1.5 ml) 80^ T 3 B#P*5iS#b 

feo Kjfom&Ms.TmmL, 7k&tiQZ-fzo £Drzm®>w&M#>> x^y 

-)Vh-1 V y D tf ;PX-^;i-TM^^bT^a^^l (65mg) Zffimt h 

'H-NMR (DMS0-d 6 ) 5:1.01 (6H, d, j = 6. 0 Hz) , 1. 29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8.4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8,4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8. 4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 
FAB(pos) : 484CM+H]* 
2 4 

4'-^ DD-N-[2-[(4-^^;U-l-t!^^^X^l/) ^;W-6-4V 'J- 

M [l, I'-^y^-M-i-Zuis-tftts. F 




##0iJ 8 T# Snfc4'-^OD-N- [2- (^ D D ^ ^)V) -6-4 / U X 

M [i, i'-t*:7xx;n-4-#;i/7]^+r^ F£fflv>T, 3 tiwiao^ 

'H-NMR (DMS0-d 6 ) (5 : 2. 16 (3H, s), 2.35-2. 50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8:4 Hz), 7.96 (1H, 
d, J = 9.0 Hz), 8.04 (iH, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8. 7 Hz), 8.53 (1H, s), 10. 61 (IH, s). 
FAB(pos) : 471.2[M+H] + 
5 MA' : 21 5t: <&M) (mgkimm : Wm^)l- V Zf U WIsJL-t 

• mnm2 5 

4' U P-N-[2-C(2-^^;P-4, 5->?t H D-1H— ( =* JV-l-^M 

;w-6-3v U — ;w [1, r-H7x - ;w -4-27 s h 

Me 

10 

###1 8 Tfi5tlfc 4' D D-N- [2- d □ -6Hf / U — 

-;H Cl,r-lf7x=;W-4-*;pai5^1J-3 F£J1V>T, 5HJfi«2-3 tra«l©l»f^ 

'H-NMR; (DMSO-dj) 6 : 1. 97 (3H, s), 3.21(2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7. 46 (IH, d. J = 8. 4 Hz), 7.58 (2H, d, J 
= 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 7.97 (IH, 
d, J = 9.0 Hz), 8. 07 (IH, dd, J = 9. 0, 2.1Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (IH, d, J = 8.4 Hz), 8.56 (IH, d, J = 2. 1 Hz), 10.63 (IH, s) . 
FAB(pos) : 455CM+H]* 
20 f«l»!l2 6 

4'-^ n p-n-[2-(i, 3-^7 r ;m^;whmv u.=;M [i, r - 

tf7^-;i/]-4-*;w^ita H. 
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8 £> tltc 4' -9 U D-N- [2- p p * 3^) -6-^ y U n 

'H-NMR (DMS0-d 6 ) 6 : 2. 94 (2H, t, J = 6.0 Hz), 3. 12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s),. 7,58 (2H, d, J = 8.6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m),. 8.14 (2H, d, J = 8.6 Hz), 8.34 (1H, d, J = 8. 8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 

FAB(pos) : 460[M+H] + > 

io mmm 2 7 

•4' D P-N-[2-[(2, 2, 6, ^JV-l-if^V z?~)V) ^;W-6-^ 

J U ~M [1, V-ify^-M-i-ZDV^y-s. F 




8 Tf# 6>tl£: 4' p D-N-C2- P D ;* -6-^7 U — 
15 M D, l'-tf7a:^:;i/]-4-^7;^^5 F£/B^T, £§»!l2 3 £|WM§<Z>igf£ 

'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, s), 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 
d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), . 
8.27 (1H, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (1H, s). 
20 FAB(pos) : 512 [M+H] + 
^»!I2 8 

4' -2 P P-N-[2-[[4-(2-fcf U >?~;W-I-fc?^7 z?—M *5VW-6-*/ U 

a, r-tf r7xn;w-4-^;^4it^ f 
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i 




CI" 



###| 8T#£*l£: 4'-^PD-N-[2-(^PD^^;W-6-^y U~ 

5 'H-NMR (DMS0-d 6 ) 6 : 2. 36 (4H; m), 3.31 (4H, m), 3. 60. (2H, s), 6.43 (1H, 
in), 6.61 OH, d, J = 8.8 Hz), 7.32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7. 75-7.95 (5H, m), 8l 11 (1H, d, J = 8.4 Hz), 8.36 (lH/ .s),. 10.42 (1H, 

V S). ' ' - ' • i _ : M " ' 

FABCpos) : 534[M+H] + H ■ ' ' : • 
io mMM2 9 

4' □ D -N- [2- [ [4- (2-* :n ~ )V) -lr tf ^ U S?— ;W * 3\> W 

./ u — ;W [i, r -if ;i/}-4-*;u#^+»-5 H 



8 Tf# tlfc 4' d D-N- [2- (i7 p p * ?-)V) -6-^7 U — 

is M [i, r-if^i— ;i/]-4-^.;p^i?-a ksjb^t, HWJ2 3 ^ra«o*f^ 

•H-NMR (DMS0-d 6 ) 5 : 1.71 (4H, m), 2.23 (3H, m), 2. 31 (3H,, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8.4 Hz), 7.67 (1H, 
d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, . d, J = 8.4 Hz), 8.03 
20 (2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.32 (1H, d, J = 8.4 Hz), 8.55 (IH, 
s), 10.63 (1H, s). 
FAB(pos) : 546 [M+H] 4 

mmm 30 

4' - O P D -N- [2- [ [4- (3-* <?)V 7 a: -)V) ~ 1 - U z?-J VI * ^) W -6-4^ 




N 



CI 
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INfrW8.- , r?»6nfc4 , -i7no-N-[2-(^no^^;W-6-^y U— 

'H-NMR (DMSO-d s ) 5 :1. 71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J =8. 4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : .546[M+H] + 

mmm3 1 .. _ • 

4 , -^nn-N-[2-[[4-(4-^5^;i'^^n;j/)-i-tf^U s^— M t^M-G-* 

j v -;w a , i ' - ¥7 x. -4-* k 




8TH £> nfe 4' O D-N- [2- (/7DD^ -6-^y u n 

;W a, r - fcf y^—M -4-# ^ f^^t^ H»J2 3 

£fr;5 Jitter tK ^{b^f&£&&t&5fc£l/T*§£. 

'H-NMR (DMS0-d 6 ) 5 : 1.71 (4H, m), 2.20 (3H, in), 2.26 (3H, s), 2.96 (2H, 

m), 3.78 (2H, s), 7.12 (4H, m), 7. 61 (3H, m), 7.83 (2H, d, J = 8.6 Hz), 

7.90 (2H, d, J = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 

(1H, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 

FAB(pos) : 546[M+H] 4 

mmm 32 

a D-N-[2-[(2-7 x-)U-4, KD-lH-f )V) * 

fm-g-*; U— ;w [i,i'-t'7x^;w-4-^;i/^^tf-$ H 




PCT/JP01/03614 



8 Tf# S Wt 4'-^PP-N- [2- P P ^ >'U - 

;W[i,r-if7x^;w-4-^;w^tJ-5 fsjb^t, »J2 3 fcra»©s*fls 

5 'H-NMR (DMS0-d 6 ) 6 ..: 3. 46. (2H, in), 3. 82 (2H, m), 4.51 (2H, s), 7.48 (3H, 

m)-7.61 (4H, is), 7. 79-8,16 ,(9H, m), 8.36 (1H, d, J = 8.8 Hz), 8.58 (1H, 

d,; J = 1.8 Hz),; 10:.65:;(1H, s). ...... .. .. 

FABCpos) :. 517[M+H] + . . : 

nmmz.z - • . .. , •. .. 

0 4'-^ PP-N-[2-(3,4-^b HO-K.2ID4; U— )V*=?)V)-l-*; 

" ;W [l, i--b*^xn;v]-4-^;^^5 F 




8 T# £ *l& 4' p p -N- [2- (2 P P ^ W - 6-3r 
;W Cl,l'-lf7xn;W-4-^7;^^5 K&ffl^T, mMM2 3 tRI«l©*f^ 

15 fcff'SSltlC.fctK gM^^iM*^L,T'#fc. 

'H-NMR (DMS0-d 6 ) 5 : 2.00 (2H, m), 2.79 (2H, m), 3. 55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d, J = 8. 4 Hz), 7.58 (2H, 
d, J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.01 
(2H, m), 8.13 (2H, d, J = 8.4 Hz); 8.27 (1H, d, J = 8.4-Hz), 8.55 (1H, 

20 d, J = 1.8 Hz), 10.63 (1H, s). 
FABCpos) : 504[M+H] f 



WO 01/82925 




PCT/JPOl/03614 



124 



mmm 3 4 

4* n P-N-[2-(3, H P-20H)— T WJ — ^^W-B-*/ U 

n;W [1, r-tf7xn;W-4-*;^*'*5 H 



5 ##i 8 ti&tlfc 4' □ n-N-[2-(^ D ; U- 

;W[l,l'-tf^oir:;W-4-^;^^5 F^ffl^T, H2i0"!l2 3 &RlttCD«fE 

'H-NMR (DMS0-d 6 ) <5 : 2. 77-2. 83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, J..= 8.4 Hz), 
10 7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01. (2H, m), 8.12 
(2H, d, J = 8.4Hz), 8.30 OH, d, J = 8.4Hz), 8.54 (1H, s), 10.62 (1H, 
s) . . 
"'FABCpos) : 504[M+H] + 

mmm 3 5 

15 4*-^no-N-[2-(2,3-> ? b KD-IH—T > H— )V-l-' aV^)V)-^J U 
n;W ci, i'-t:7ain;W-4-^;^^it5 F 



m%M 8 T# S tlfc 4' -i? P P-N- [2- P P * ^)V) -6-* ;u_ 
' ;W[l,l'-k*7o:-;i/]-4-^;i/^-y-^ HS^ViT, ^»!I2 3 <h|wi*S<z>Jllfe 

'H-NMR (DMS0-d 6 ) 5 : 2.96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, 
d, J = 8.8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 (lH,-d, J 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), 10.63 (1H, s). 
FAB (pos) : 490 [M+H]* 

mmm 3 6 . ; . 

4' -v d d-n-[2-(ih— r ^yv—ji-i— nv^)V)-^y u~;w ci. v- 




8 T#e>n^:.4' -2? D D-N- [2- d O ^3^)-6-%y u - 
;W [1, 1' -t;'^oin;u]-4-^;^^-y-^ F£JBV>T V Hil^J 2 3 i:ra«©!ftf^ 
. .ftfra .Ji -it J;'.pv :«^i^pttT#L, : ,., : .. : . . 
'H-NMR ^DMSO-dg) 6 : 5.49 (2H, s), 6. 96 (lH, s), 7. 28 (2H, m), ,7.58 (3H, 
m), 7. 82 (2H, d, J = 8. 4. Hz), 7.89 (2H, d, J = 8.4 Hz), ,8.01 (2H, m), 
8. 12 (2H, d,,J = 8.6 Hz),. 8.35 (1H, d, J = 8.4 Hz), 8.57 (lH, d, J = 2.2 
Hz), 10.65 (1H, s). .. :V . .. 

FAB (pos) : 439[M+H] + 

mmm 3 7 , ; . v : . , 

4* p P-N-[2-[(4-^ jcZDV-l-yd^V- fr) Z^MS-frJ U - 
o 




8 Trf#e»nfe 4' -V o d-N-[2-(^ d U n 

;W Ci, 1 ' - tf 7 x - ;w -4-;fr ju^-tf- a k&jb^t» H»il2 3 tiwtficDtM: 

'H-NMR (DMS0-d 6 ) <5 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
m), 6.93 (2H, d, J = 7. 8 Hz), 7.20 (2H, m), 7.58 (2H, d, J = 8.8 Hz), 
7. 69 (1H, d, J = 8. 8 Hz) , 7. 83 (2H, d, J = 8. 8 Hz) , 7. 89 (2H, d, J = 8. 6 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8. 6 Hz), 8.32 (1H, d, J = 8. 6 Hz), 
8.56 (1H, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533[M+H] + 

mmm 3 s 

5 4-(4-7Mn7i^JW-N-[2-(l-l:D U Uzjl/]- 



9 2-O-fcTD U ~J~)\>^ V ~;l/T^ > (500 mg, 

2.2 mmol) tfcf U v>> (0. 356 Vi, 4. ;4 mmol) h ^ F D 7 ^ (11 
10 nl)t, >K^Tx 4-^ ^D t7in;^nP3jN;^— h (488 ; mg,' 2. 42 mmol) 

(n mD^UnAfe.^T, Jf#L£j:/^6 4-(4-^;1/^-d^^-;» tf^'J^> 

mMm. (569 mg, 2. 64 mmol) , 4 m^mit^ h U ^ AtKMj (0. 66 ml) £2JP 

is i»7;^t*7^^D7h^77^- (JHPi§^3& ; I^x^;i/) te«k 

9¥ftSgU mM^)V-^V7'u\Z)V3L—^)Vfr£>mmik&%>) (612 mg) 

'H-NMR (DMS0-d 6 ) 6 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, m), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, m) , 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8.4Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433.2[M+H] + 

MM. : 206-207"C (ffigkltmM : l»X^-S?-f V 7u tf;i/X-x;W 
HJi^l 3 9- 

25 4-^xx;U-N-[2-(l-h: 0 DU^x;M^;W-6-^y U=;M-l-fcWJ5?> 



An 
i 

H 




N 
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5 'H-NMR (DMSO-dj) <5 : 1. 59-1.85 (8H, m), 2. 50 (4H, m), 2.73 (1H, m), 2.89 
(2H, m)., 3. 81 (2H, s), 4.33 (2H, m), 7 : 20-7. 34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 OH, s). 

. FAB (pos) .: 415.3 [M+H] * i( . .. . .. „ , , . 

■ M4: .187-1 89*0 - m^imm : : iffxf^-^ V ^U&VX.-'rM 
mMM4 0 j . . 

4-(4-^DD7x.-»-N-[2-(i-tfP y ^-;p^^»-6-^/ "J-JW-i- 

9 2- (1 - hf □ y y-JM 3^V) -6-3f 7 U x;|/X S > £r/B 

!&&&0!J3. 8 t Ipj^^if^^fi 1 5 elites ^Mte^£&&m*<£:LT# 

'H-NMR (DMS0-d 6 ) (5 1.58 (2H, m), 1.72 (4H, m), 1.80 (2H, m), 2.50 (4H, 

m), 2.79 (1H, m), 2.92 (2H, m), 3.82 (2H..S), 4.33. (2H, m), 7.34 (4H, 

m), 7.51 (1H, d, J =8. 4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB (pos) : 449.2 [M+H] + • 

K£: 205<C (&M) (^k^.-S^X^-^VyDbf^X-^ 
)V) 
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4- ^)V7x. n; w -n- [2- d - tf o u ^n;^^;W-6-^y U-JW-i- 




5 ##F!j9T#yc2-a-tfDU> ? — ;i/^^;W-6-^7 Un;UT5>§fflViT» 

'H-NMR (DMS0-d 6 ) d : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, m), 2.72 (1H, m), 2.91 (2H, m), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82(2H, s-1 ike), 8. 08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429.3[M+H] + 

WU9L : 214-216*0 : V ZfU fcMPX— t)V) 

MffiM 4 2 

15 ■ 6-(4-;* h*is?^—M-ti-[2-(l-ldriVz?=-)l>^M-6-*; U-JW — 




mm 7 <D 1 )"?#£: N-[2-(l-fc°D U ^XJM^MHMV U -;W7t h 
75H*fflViT, H»!]6©2) tFI»'©»fP*ff'5;iiK:«kD, 

20 

'H-NMR (DMSO-de) 6 : 1.73 (4H, ra), 2.50 (4H, m), 3.85 (5H, s-Iike), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (1H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 
d, J = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 
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FAB(pos) : 439. 2 DM 

HjA: 210*0 (£m (feWi : KiX^-^ V7'P ti^X-r 
^Jfi0J4 3 . ' 

N-[2-(i-trpU^-;M^;W-6-^y U-;w [i,i'-lf7x-;W-4-*;i/ 




7©i N-[2-(i-trp u >^ ;u^^;W-6-^r/ U— ;i/]T-fe h 

,.:75 FS^T* 6 ©2).. £JTO©t!f|3*fT5 E £ tK ^Mit% 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m),. 3. 85 (2H, . s), 7. 50 (4H, 
m), 7.78 (2H, d, J = 8.1 Hz), 7.88 (2H, d, J = 8.1 Hz), 8,02 (2H, m), 
87 12 (2H, d, J = 8.1 Hz), 8.28 (1H, d, J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 
FAB(pos) : 408.2[M+H] + 

" jgftjft : i8i-i83t: (m&ikmrn : ^i^-^vyo tf^x-^;w 

6-(4-^PD^x-;U)-N-[2-(l-fc!P V5?=. )V^)V)-^J U— JW— p 




^Jfi-pu 7 © 1 )-ef#fc N-[2-(i-tfP u v^ji/^JW-e-^y U-iW7t h 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, J = 2. 2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443. 2[M+H] + 

M& : 225-227°C (ttjftfctttt : WfcX^-SH' V7'o \*)VX.—t)V) 
5 mffiMA 5 

6- (4- 7 )V* D 7 x - ;U) -N- [2- (1 - fcf D U z?—)VX J-)V) -6-^ / U XJW X 



7 © 1 ) N- [2- (1- fcf o u ^x;m -6-^ / U x;W T-fe h 

'H-NMR (DMS0-d 6 ) (5 : 1.73 (4H, m), 2.50 (4H, m), 3. 86 (2H, s), 7.39 (2H, 
m), 7. 60 (1H, d, J = 8.4 Hz), 8.01 (2H, m), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8. 4, 2.1 Hz), 8.51 (1H, d, J = 1.7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2[M+H] + 

m& : 2iox: cm^mm mm^ju-^ vy'u tr;ux-T-;» 

6- (4-* 7 x. ~)V) -N- [2- (1 - fcf □ U V~)V* V) -6-^ J Ux;Hx:n 
20 ?>75 H 



mmm i <d i mtfc N-ixi-tf □ u it-iv^M-b-*; >j-jwrt h 




H 
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'H-NMR (DMS0-d 6 ) <5 .: 1. 73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d,.J = 8. 1 Hz),.. 7- 59 UH, d, J = 8.4 Hz), .8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H,; d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz),. 9.22 (1H, d, J = 2. 2 Hz), 10. 73 (1H, s). 
5 FAB(pos) : 423.2[M+H] + . 

IttjAC: 207-209t: (M&im% : |»X^-^ Vfu .tT^X-^JW 

4' d n-N-C2rCC4-(4-7;w*P^> % /^;V)-i-K^U V—M^M- 




##0!J 8 T# S> nfc 4' - 57 a a -N- [2- p D ;* 5 1 ; W -6-=fc j U — 
[l.r-H^ac^W^-*^^^ F*^T> ^W2 ; 3 i:PI«l©t»fP 

'H-NMR (DMS0-d 6 ) 6 : 1. 76 (4H,.m), 2. 28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 m),, 3. 79 (2H, s), 7. 37 (2H, m), 7. 62 ,(3H, m), 7. 83 (2H, d, J = 8.4 Hz), 
7.90 (2H, d, J =8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8. 55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578CM+H] 4 
mffiM4 8 

20 4' -?u d-n-[2-[[4-(4-^ nn^>V<;W-i-tf^U V—M ^^;W-6- 
3r 7 U -M [l , l ' - t? y x nJW -4-* ;^^r-y- S F 




ttHSTftfinfe 4 , -^bp-N-[2-(^an^^;i/)-6-4 1 / U — 
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'H-NMR (DMSO-d 6 ) <5 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
m), 3. 79 (2H, s), 7.62 (5H, m), 7. 83 (2H, d, J = 8. 4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31. (1H, d, J = 
5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 
FAB(pos) : 594CM+H]* 
MMM4 9 

4' -i7 n d-n- [2- [ ?-n>7=L v ; ) * -6-* y u -;w ci , 1 ' - if y x 
^;W-4-^j;u^^+f-5 h 




" ###U 8 T# £> tl*: 4* D D-N- [2- PD^ ^A-) -6-^ / U ~ 
;W [1, 1 ' -bf 7 jcn;W-4-^;^#i^5 F£^t;^»!!2 3 tmti©^ 

'H-NMR (DMS0-d 6 ) 5 : 3.17 (3H, s) ; 4. 80 (2H, s), 6l 62 (1H, m) , 6.76 (2H, 
15 d, J = 8.0 Hz), 7. 15 (2H, m), 8.30 (1H, d, J = 8.8 Hz), 7.59 (2H, d, J 

= 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7:90 (2H, d, J = 8.4 Hz), 7.96 (2H, 

m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.6 Hz), 8.55 (1H, s), 

10.63 (1H, s). 

FAB(pos) : 478[M+H] + 
20 ^tfcM 5 0 

- 4' -i7 a d -N- [2- [ [3- (4- 7)1* □ ^ > ;u) -l-fcWJ ^ j-m - 
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8 T# £> tilt 4' D p-N- [2- P P ^ 5^; V) -6-4 1 /'J- 

'H-NMR (DMS0-d 6 ) <5 .: 1.39 (IE, s), 1.73C3H, m), 2.23 (2H, m) ~, 2.91 (2H, 
m), 3.63 (1H, m), 3,78 (2H, s) , 7.31 (2H,m), 7. 58 (3H?m), 7.86 (4H, 
m), 8.01 (4H, m), 8. 13 (2H, d, J = 8.4 Hz), 8. 25 (1H, d. J = 8.2 Hz), 
8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : .578[M+H] + 

mmw5 1 " 

4* -9 P 0-N-.C2-[(4-7i^.;V-l-tf^ U Z^M-B-lrS U - 

)vi [i , i ' - t? ? x. -;w -4-^j an 




8 T# <b tlfc 4' P □ -N~l> (>7 p p ^. ^;i/) -6-^ 7 U ~ 
;W [l, V -\±7-3L—)V\-*r% F£ffl^T> H5SM2 3 tmMvmft 

'H-NMR (DMS0-d 6 ) 6 : 1.74 (4H, m), 2. 20 (2H,'m), 2.52 (IH, m), 2.97 (2H, 
in), 3.79 (2H, s); 7.27 (5H, m), 7,58 (2H; d, J = 8.4 Hz), 7.69 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J. = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 
d, J =-1,8 Hz), 10.62 (1H, s). 
FAB(pos) : 532CM+H] 4 

mmms 2 

i-(hdd7i -N- [2- (1 - tf p u-s>— ;m -6-^ j u — ;w -4- 




PCT/JPOl/03614 



mwi 7 <d i ) -cwc n- [2- a- m u ij -6-* y u =;w h 

' F£ffl^T, irt^©#^ff ^H-ffc-a 

5 'H-NMR (DMS0-d 6 ) <5 : 1.73 (4H, m), 1.89 (4H, m), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7. 24 (2H, d, 
j = g.O Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8Hz), 8.21 (1H, d, J = 8.8 Hz), 8.38 (1H, d, J = 2.2 
Hz), 10.26 (1H, s). 
10 FAB(pos) : 449[M+H] + . 

MA : 204-206^ (ffi&fcmm : WM3L^- *M V 7°n tf 

mmm 5 3 

- N-[2-[(2-^>^;l/-4, 5-^fc: F PHH—T .5 fV-)V-\-^M^)V]-^ 




&mm 8 t# e> ftfr 4* p n-N- [2- a p ^ -6-3=- - 
[i,i'-ifyzc— ;W-4-*;v^^^ K^ffl^x, ^ii^il2 3 tmun&ft 

'H-NMR (DMS0-d 6 ) 6 : 3. 22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4. 51 (2H, 
s), 7.17-7..33 (6H, in), 7.57 (2H, d, J = S.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531[M+H] + 
^Mffl 5 4 

• n- [2- a- tf ^ v -jzl)v^j-)V) -6-^ / u [i . i ' - \fy x n; w -4-*;p 



10 




1) |Mt«5T#fcN-[2-(t Ha^^WW-6-^/'Jz;|/]7t 

N- [2- a - tr * u u r-fe: h7$ K 

'H-NMR (CDC1 3 ) (5 : 1. 38-1. 70 (6H, m), 2.24 (3H, s), 2. 38-2.53 (4H, m), 
3.76 (2H, s), 7.52 (1H, dd, J = 2. 6, .9. 2, Hz), 7, 63 (lH,. ; d, J = 8,4 Hz), 
7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J = 8.4 Hz), 8.31 
(1H, d, J = 2.6 Hz). 

' jtm^mrn. 0,^30-0.25^0 tux . 

ff-JUfi : C, 70.93; H, 7.53; N, 14.60. 
15 SfegMt : C, 71.06; H, 7.37; N, 14.62. 

JAM. : 182-184'C (*gHft;i§Jg : B^X^U-n-^U-^) 

2) fulEl) T#feN-[2-(l-tf^'J> J x;V^5 : -;i-)-6-^ry un;u]T-feh 
75 K (4.5g, 16nmol)£»:tt& (70 ml) £ 11QTCT 1 ^MSH^bfc. 

I;lfHif;w ££0*smu 6-x^/-2-a-£^u^x;u;*^;»4vu 

> (3.4g) Sitt«tbT#&. 

'H-NMR (CDClj) <5 : 1.37-1.68 (6H, m), 2. 39-2. 55 (4H, m), 3. 72 (2H, s), 
25 3.91 (2H, br), 6.89 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J = 2. 6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 



10 



15 



20 



25 
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3) |uf22)Tf#fc6-T-y-2-(l-^U^;M^)^^U> (250 
■g, 1 mmol), k'7x^M>l (220 mg, 1.1 mol) 
tfU^> O50 mg, 1.2 ■ol>*H.H^^*;WA75 F (8.ml) fc**U 
Tk^T, WSC (230 mg, 1.2 mmo 0 fcjn*. Mt? 1 8»M«J*bfc. E 

imu i«*s**ftu mm<t&® (335 mg) en* ise-issicofcfiw 

'H-NMR (CDCI3) <5 : 1.38-1.76 (6H, m), 2.43-2.56 (4H, m), 3.78 (2H, s), 
7.38-7. 56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 C5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

7G*#*Ht C 28 H 27 N 3 0-0.5H 2 0<hUC 
thJU£:'C, 78.11; H, 6.56; N, 9.76. 
g£M':C, 78.48; H, 6.31; N, 10.00. 

t 

5 5 . _ 

4'-^^;W-N-C2-(l-t!^U^-;V^^)-6-^/Uii;Wa,l , -tf7ai_- 

jccro . 




_J5 402)T#fc 6-75;-2-(l-^U^-;M^)^^ U 
V>T," ^»J54CD3) *«<fc****6 

'H-NMR (CDC 1 3 ) 6 : 1. 38-1.70 (6H, m), 2.39-2.56 (7H, m), 3.79 (2H. s), 
7.30 (2H. d. J = 7.6 Hz), 7:56 (2H, d, J = 7.6 Hz), 7. 63-7. 78 (4H, m), 
7. 95-8. 07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
7tM»mm C 2D H 29 N 3 0 • 0. 25H 2 0 t VX 
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fff-^M.:C, 79.15; H, 6.76; N, 9.-55. • 
HI&M : C, 79. 38; H, 6.88; N, 9.73. 
; S4^: 198-200*0 ]X$££k<t®®. : SfflfeX.^W-. , 
$ft#!f5. 6 

5 4'-^ h^>--N-[2-(i-tr^u^x;M^;W-6-^y U-;W [1, l'-if^x 
-;>]-4-#;i/^-t^ K . 

o ifV Y N 



Me-O . 

5 4© 2)Tt#fe 6-7$/-2-(l-kWJ *J=.)V*^)V) * J U >£/B 

10 t*<i:UT#fc. 

'H-NMR (CDC1 3 ) 5 : 1. 38-1. 85 (6H, m), 2.41-2.56 (4H,..m), 3.78 (2H, s), 

3.88 (3H, s), 7.02 (2H, d, J = 8.8Hz), 7. 54-7. 66 (6H, m), 7. 93-8. 20 (5H, 

m), S.49 (1H, d, J = 2.2 Hz). - 

TtmfttiTm ' C 29 H 29 N 3 0 2 • 0. 25H 2 0 tVX 
15 tUfffi : C, 76.38; H, 6,52; N, 9.21. 
^@HS : C, 76. 21; H, 6.38; N, 9.32. 

tt£: 1 92-194*0 (^-fb^ : Wm^Jl) 

mmm 57. 

6 _ (4 _ $ D p ^ 3- - )D - N _ [ 2 - a - e ^ u - )v * j-)V) -6-^ j u n; w - n 

20 5=->T^ H 




cr 
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13S 



'H-NMR- (CDCI3) 6 : 1.38-1.80 (6H, m), 2.38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7.62-7. 75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 
7.96-8.18 (4H, in), 8. 24 (1H, br), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.45 
(1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 
5 Tumfttifm C 27 H 2S C1N 4 0 • 0.5H 2 0 tVX 

ft^M:C, 69. 59; H, 5.62; N, 12.02. 

MSkfe'.C, 69.33; H, 5.52; N, 12.08. 

st&: 215-218-c vm) (^<tmm mm^ju) 
mmm 5 8 

10 6-(4-^^7a:-;i/)-N-[2-(l-tf^U> ? ^^^;0-6-^V iJzjW~n 




15 mmtvT^zio 

'H-NMR (CDCI3) d : 1.38-1.80 (6H, m), 2. 40-2. 56 (7H, m), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7. 63-7. 74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2. 2, 8.4 Hz), 8. 46 (1H, d, J = 2. 2 
Hz), 9.19 (1H, d, J = 2.2 Hz). 
20 m&: 206-207*C (&5h<tmM : mt^M 

FAB(pos) : 437[M+H] + 

mmm 5 9 

6- (4-y)l># U7jl ~)V) -N- [2-(l-tf^ U z/-)V* ^)V) -6-^ J iJ-JW" 




PCT/JPOl/03614 



mmm 5.402) 6-t 5. / -2- a- \± ^ u -;m * J u 

5 'H-NMR (CDCI3) (5 : 1.38-1.74 (6H, m), 2. 42-2. 56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7. 76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9. 19 (lH,.d, J = 1.8 Hz). 
7tmftffim C 27 H 25 FN 4 0- 0.25H 2 0 LLX 
10 fUMI : C, 72. 87; H, 5.78; N, 12. 59. 
£fMt : C. 72. 91 ; H, 5. 45; N, 12. 75. 

j»wci 209-2 1 ot: (&m • (mskitmm : wm^M" 
mmm 6 o 

6- (4-* h^:7jc-;W-N-[2-(l-fc^ 
15 3f>75 H- 




mmm 5 4 © 2 ) -e#?c 6-t ^ j -2- a-tr^ u u 

ViT, WJ5 403) (h^O^^fT^ditCtO, *gffr&*&£as& 

20 'H-NMR (CDCI3) 6 : 1.38-1. 71 (6H, m) , 2:43-2.56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7.73 (2H, ra), 7.83 (1H, d, 
J = 8. 4 Hz), 8.00-8.18 (5H, m) , 8.28 OH," dd, J = 2. 6, 8. 4 Hz), 8.46 (1H, 
d, J = 2.6 Hz), 9.17 (1H, d, J = 1.8 Hz). 
Ttmftffim. C 28 H M NA-0.25H 2 0£LT 
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§mm : C, 73. 58; H, 6.28; N, 12.26. 
&f*4t : C, 73. 56; H, 6.16; N, 12.24. 
MA: 210-21 it: (^0), (®gk<mm':BMx.^JU) 

mm\ 6i. 

4 ' [2- (1 - tr □ U ^ - ;M 5-; W -6-+ y U n; W [1 , 1 ' - tf 7 x - 



Me 




xxro 



7 © 1 N-[2-(i-KD U ^-;M9V»-6-* J V=M T± b 

T$F&m>T. mMM6<D2) tmmcDmmm^ctiz^v, mmit& 

'H-NMR (DMS0-d 6 ) 6 1.73 (4H, m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
S), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d. J = 8.4 Hz), 7.68 (2H, d, 1 
-8.1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2.4, 9.0Hz), 8.10 (2H, d, J = 8.4Hz), 8.27 (1H, d, J = 8.4Hz), 
8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422.3CM+H] 4 

H* : 192-193*0 (M$k<mm : y y D tf;Ux-^; W 

4'-^ h^v-N-[2-(i-tfpu^-;^^;w-6-^y u-;w[i,r-tf7x 

-;W-4-^7;u^^+h^ h 



9 f^V%^N' 




m»J 7 © i N-[2-o-tf □ u s?=;m^;w-6-+ y y ~m 7 ± h 
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'H-NMR (DMS0-d 6 ) 6 1.73 (4H, m), 2. 50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8.7 Hz)! 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8. 7 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.03 (1H, 
dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
5 8.52 (1H, d, J = 2. 1 Hz). - - ' ' ' ' 

FAB(pos) 438.'3[M+H] + 

J&& : 197-199°C GtirAftftJK : mtLX.^-)V-^ V^D-t s JH-TjW 
mMM6 3 

lo ^y^j&^^sH'' 




15 'H-NMR (CDClj) 5 : 1.37-2.02 (10H, m), 2.38-2.54 (4H, m), 2. 63-2. 84 (1H, 
m), 2.94-3.14 (2H, m), 3. 76 (2H, s), 4. 20-4. 36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8. 4 Hz), 7.93-8.10 (3H, m). 
7tm^mU C„H 3 ,C1N 4 0 • 1. 5H 2 0 tVX 

20 tHttt':C, 66. 18; H, 6.99; N, 11.43. 
' ' H1I:.C, 66. 32; H, 6.75; N, 11.74. 
Skj£: 214-217 *C (dec.) («lftft*jK : ftRX^^X^PX— ?•;!/) 
^MM 6 4 

4- (4-^ ?;|/7i-Jl/) -N- [2- (1-fcf ^ U i?-)V* U X>W-1- 
25 h^Uv^JW^vT^ H 
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mmm 5402) tw& 6-7 $ j -2- a- tf ^ u ^ = ;m &m *y v>*m 

'H-NMR (CDCI3) 5 : 1.40-2.02 (10H, m), 2.34 (3H, s)., 2. 47-2. 83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4.36 (2H, m), 6.70 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2. 2 and 8.8 Hz), 7,64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
Ttmfrtirm. C 28 H 34 N 4 0 -H^lT 
§tWM.:C, 73.01; H, 7.88; N, 12.16. 
H^fi:C, 72. 68; H, 7.57; N, 12.20. 

204-205 XI (dec.) : Sf|i?JhyIfK-fjW 

mmm 6 5 

4- (4-7 ji^r uy^~)V) -N- [2- (1 - tf ^ u 5PA) -6-^ )V\ - 




SAO) 2) T#£ 6-7 ^ y-2- (1- tM.U >?~;P ^^)*/iJ>^ 

'H-NMR (CDClj) <5: 1. 36-2. 02 (I0H, m), 2.37-2.55 (4H, m), 2.63-2.85 (1H, 
m), 2. 94-3.14 (2H, m), 3.76 (2H, s), .4. 10-4. 36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8. 4 Hz), 7.92-8.10 (3H, m). 
7tmfrtffm C 27 H 3l FN 4 0 • 0. 5H 2 0 t LT 
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• fhrWM : C, 71. 18; H, 7.08; N, 12.30. 

&Mt:C, 71.13; H, 6.94; N, 12.52. 
SfeA: 203-204 t: (dec. ) «ii : f iIfJV-/X?jl/X-7Jl/) 
HM^J 6 6 

. ,4-(4-^ h^i/7iX;W-N-[2-(l-k^U^JW^l/)-6-+;U.-JW- 




mmrn 5402) -r#7t 6-t 5 / -2- (1 - tf ^ u ^ y u > &m 
; v^Tv mmm 3 8t nmo^^no z-Zziz^v, mmit^m t. 

10 LT#fCo • 

•H-NMR (CDClj) <5 : 1.37-2.02 (lOH, m), 2.42-2.57 (4H, m) , 2. 60-2. 80 (1H, 
. m), 2.94-3.14 (2H, m), 3.78 (2H, s), 3. 80 ; (3H, s), 4.19-4. 36 (2H, m), 
6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 

15 m) . 

Hk£: 197-198 *C (dec.) m^it^M. : Wm.^)V-V^)V^- ; r)V) 

mmM6 7 

2>-^;i^O-N-[2-(l-fcf^U zS-)V*^)V)-Z-*; U —M [l, l'-lf 7x- 

O yxro 

20 

'H-NMR (CDC 1 3 ) <5 : 1.40-1.77 (6H, m), 2.47-2. 65 (4H, m), 3.86 (2H, s), 
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7.12-7.54 (4H, n). 7. 63-7.78 (4H, • m) 7. 96-8. 22 (5H, m), 8.48 (1H, d, 
J = 2. 6 Hz) . 

163-164 t: {iiW:SiXf;W 
6 8 

2',4'-> J 7;^p-N-[2-(i-tr^u^— ;M^;w^6-^y un;w D, p-tf 




F' 

5 4 © 2 ) 6-T ^ 7 -2- >>-;M J-)V) U >£JB 

i 

. ^T; ^»!l5 4 003) tK^gkfP&fr^C: fciC «fc D V ^S^^J^^fe 
10 PtLTlt 

■H-NMR (CDC1 3 ) 6 : 1.40-1. 78 (6H, m), 2. 50-2.67 (4H, m), 3.87 (2H, s), 
6. 89-7. 08 (2H, m), 7.38-7. 54 (1H, m) , 7. 59-7. 80 (4H, m), 7. 96-8. 23 (5H, 
m), 8.47 OH, br). 
Tt^ftffim C 28 H 25 F 2 N 3 0 • 0.5H 2 O tbT 
15 stWM. : C, 72.09; H, 5.62; N, 9.01. 

n&tm : C, 71.79; H, 5.59; N, 8.75. . 
Bftj&: 181-182 «C GttAft#»SK : IHfcX^W 
6 9 

6- (2, i-z/7)V$-u 7x-;i/)-N-[2-(i-tf^u >^;M^;W-6-^ y U — 

20 K 

q 



F 




IXTO 



5 4 <D 2 ) Tflfc 6-7 5 J -2- (1 - fc 0 ^ U i?~Jl>* J-)V) * / U > £/B 
^»!|5 4C0 3) t^©tR^ff-5^i:fcJ:D, ^fb^t/S^ 
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'H-NMR (CDC 1 3 ) 6 : 1.41-1.77 (6H, m), 2.47-2:68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, m), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, a), 8.02-8.25 
(4H, m), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9. 24 (1H, d, J = 1.8 Hz). 
5 TtmftmU C 27 H 24 F 2 N,O-0.5H 2 O<hLT 

ffJ?#:C, 69. 37; H, 5.39; N, 11.98. 
H^M:C, 69^14; H, 5.21; N, 12.04. 
Hi*: 182-183 ^ m&i\MfSH : I^X^;0 

mmm 70 - 

10 ' 2', 4'-i?i7 DP-N-[2-(i-t: 0 ^U z?-)V*3-M-Z-3f; U =;W [1, 1'-tf 7 ' 



Me 




1 3 T?#7t N- [2- C(2,' 2, 6, 6-^ h ^^;!/-l-kf^ U S*=.';W 

is 5:tniD, mmik&w&m&Bmiii>T'&tco 

'H-NMR (CDC 1 3 ) 6 : 1. 40-1. 76 (6H, m)> 2.48-2.63 (4H, m), 3.84 (2H, s), 
7. 22-7.40 (2H, m), 7.52-7. 78 (5H, m) , 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2. 2 Hz). 

Ttmftffim C 2S H 2S C1 2 N 3 0 • 0. 5H 2 0 t bT 
20 ffUPffl'rC, 67.34; H, 5.25; N, 8.41. 

: C, 67. 46 ; H, 5.20; N, 8.47. 
St£: 210-212 *C (dec.) (^ttl : MxfJW 

mmm 1 1 

4'-7;^D-N-[2-[(2, 2, 6, G-^h^^^-l-^W—Mt^M-S- 

25 u^;i-3[i,i'-if7x-;i/]-4-^;^^5>T^ H 
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1 3T#fc N-[2-[(2, 2, 6, 6-^ h ^^-l-fcWJ vX;|/) 

5 'H-NMR (CDC1 3 ) <5 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8. 8 Hz), 7. 56-7. 76 . (5H, m), 7.96-8.17 (6H, m), 8.46 (1H,- d, J = 
2. 6 Hz) . 

'MA: 229-231 °C (dec.) GBflWbfti* : IHftxg=-;i/) 

mmm7 2 

10 6- (4-# p p 7x^W -N- [2- [ (2, 2, 6, 6-^ h 9 J* 3^-1- tf^ U v*x;i/) ^ 




###!J 1 3T?#fcN-[2-[(2, 2, 6, 6-5^ h ^f^-l-fcT^U S>x;i/)*3=- 

15 5 tI^#l^ifi»*ibTfrco 

'H-NMR (CDC1 3 ) (5 : 1.05 (12H, s), 1.60 (6H, br) , 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8,18 (6H, m), 
8.27-8. 38 (1H, m), 8.44 (1H, d, J = 2. 2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
TumfrffiW. C 31 H3 3 C1N 4 0 • H 2 0 t IT 

20 fft^M:C, 70.11; H, 6.64; N, 10.55. 
£lttft:C, 70.16; H, 6.59; N, 10.62. 
MA : 258-259 "C (&Afc&& : BSfcX^JW 
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mm 7 3 ■ 

'6- (4- ^f^7x -N- [2- [ (2, 2, 6, 6-^ h =7 * J-)V-\ - t?^ U W ;* 




1 3 ~Cmfz N- [2- [(2, 2, 6, 6-x: h 9 * 3VU-1- tf^ U * ^ 

'H-NMR (CDClj). 6 : : .1. 05 (12H,..s),. 1. 60. (6H, br) ,. 2. 44 (3H, s), 4.10 (2H, 
s) , 7. 33 (2H, d, J = 8. 2 Hz) , 7. 63-7. 74 (1H, m) , 7. 87 (1H, d, J = 8. 4 
Hz), 7.94-8.16 (6H, m), 8. 25-8. 35 (1H, m), 8. 44 (1H, d, J = 2. 6 Hz), 9.19 
(1H, d, J = 1.8 Hz). 
Ttmftffim C 32 H 36 N 4 0-H 2 0£bT 

ffHMK:C, 75. 26; H, 7.50; N, 10.97. 

mtkm. : C, 74.98; H, 7.44; N," 11.07. 
It& : 246-247 *C GESUfcigft : SiXf;l/) 
Hi#7 4 ; 

4- (4-^ □ o 7 x-;V) -N- [2- [(2,2, 6, 6-^ h 9 ;* 5M/-l-tf^ U ^n;P) ;* 




1 3 "Tff&jfc N- [2- [ (2, 2„ 6, 6-7^ h ^ ^;P-1- tf ^ U ;10 ^ 9=- 
j^.g-^y »J-;i/]T-fe hT^ HSfflViT, 4©2) : *«fctfililS0!l 3 
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25 



148 



PCT/JPOl/03614 



'H-NMR (CDC1 3 ) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, a), 
2.95-3.15 (2H, in), 4.07 (2H, s), 4. 20-4. 37. (2H, in), 6.62 (1H, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 2.6 and 
8.8 Hz), 7.81-8. 11 (4H, m). 
FAB(pos): 519 [MH] + 
7G*#*rffi *C 3 ,H 39 C1N 4 0 • 0. 5H 2 0 t. LT 
gf^:C, .70.50; H, 7.63; N, 10. 61 . 
: C,' 70. 88; H, 7.79; N, 11.14. 
: 203-204 °C (MSkitmm : SSx^W^X^X-rjW 

mmm 7 5 

4- tt-*^)l7^~)V)-U- [2- [(2, 2, 6, 6-5" N 7 ^^>-l-h 0 ^ U -J-)V) * 

Me 

H Me 




1 3 -e#Jfc N-[2-[(2, 2, 6, 6-5" h ^5^-1-fcf^U S?n;i/)^^ 

;W -6-^y u xi;w 7th75H^ t^x, 5402) & ck tf&jfifli 3 

'H-NMR (CDClj) 6 : 1.04 (12H, s), 1. 50-2.02 (10H, m), 2.34 (3H,' s), 
2.63-2.84 (1H, m), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4.34 (2H, m), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, J = 2. 2 and 9. 2 Hz), 7.86-8. 09 
(4H, m). 

Ttmfttixm. C 32 H 42 N 4 0 • 0. 5H 2 0 t 

^rWM : C, 75. 70; H, 8.54; N, 11.04. 

Mmm : C, 75.57; H, 8.30; N, 11. 16.' 
!t£ : 200-202 V : Six^Iz-yXfjl/X-fJl/) 

N-[2-[(2, 2, 6, 6-5" h 7 * 3\H/- 1 - fcWJ ->*x:;W ^)V\-^J U XL 
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1 3 nmtz. N-[2-[(2, 2, 6, 6-t"' h ^^P-l-kWJ 5>n;i0 

'H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1.60 (6H, ,br), 4. 10 (2H, s), 7.40- 
7.56 (3H, m), 7. 60-7.80 (6H, m), 7. 96-8. 16 (5H, m), 8.47 (1H, d, J = 2.4 
Hz). . ...... . .- ..: ; . 

' m& : 200-201 *e tmaimm.: wfb&lt-m . . 

10 7 7 • • . •, . ' : 

4'-^5^;P-N-[2-[(2, 2, 6, 6-^ h ^^-l- tf ^U ^— M A3VW-6-* 



Me 




##M 1 3 N-[2-[(2, 2, 6, 6-r h vtf-Jlrl-WJ z?~)V) 

15 ;w-6-+ y u-jw 7t hj$ H^fflv^T, »j 6 o 2) tmmnwtft&n 

•H-NMR (CDCI3) 6 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7. 30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8. 2 Hz), 7.63-7.77 (4H, 
m), 7.95-8.16 (5H, m), 8.46 (1H, d, I = 2.6 Hz). 
20 Ttmftffim. C 33 H 37 N,0-0. ; 5H 2 0<hbT ' 
ff^S : C, 79.16; H, 7.65; N, 8.39. 
: C, 79.21; H, 7.66; N, 8.41. 
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Mjft : 242-243 *C OSSHftM : ffil^W 

mmm 1 8 

4'-* h^>--N-[2-[(2,2,6, 6-^h^^^;U-l-tf^U^n;W *5S>W-6- 



3T#feN-[2-[(2 I 2,6,6-5 1 h^^^;i'-l-t:^>J> ? n;i/)^^ 

'H-NMR (CDC1 3 ) 6 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
s), 7.02 (2H, d, J = 8. 8 Hz), 7.55-7. 76 (5H, m), 7.94-8.16 (6H, m), 8.46 
(1H, d, J = 2.6 Hz). 

m*: 210-211 "c mtMtmm : stx^w 

U— ;W [1, l '- tf 7 x -4-^j M^->75 K 



##0S 1 1 Tf&fc N-[2-[(y7-2, 6-^*3\>p-i-tf^u ^^;W-6- 

'H-NMR (CDC 1 3 ) 6: 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, m), 2.51-2.73 
(2H ( m), 4.04 (2H, s), 7.17 (2H, t,J = 8.8Hz), 7.54-7.76 (5H, m), 7. 86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2. 2 Hz). 



MeO 




Me 



Me 
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'-Ttmfrffim ..C, 0 H 3O FN 3 O - 0.5H 2 O^bT 
. stm& : C, 75.60; Hr . 6:5 6; _• N, 8.82, : V i . 

. <>H»it"rC, 75. 72; H, 6. 31; N, 8. 72. « 

g*^ : 187-188 x: m&itrnm : ftStX^W. 
5 H»J8 o • ;: ••••• 

N-[2-[^>X-2,6-^^^-l-k°^Ui/-;W ^^;W-6-^y U- . 



Me 




' 1 1 T?#fc N-[2-[(~>*-2, 6-^^^>-l-tf^U 

" 'H-NMR (CDClj) 5 : 1. 05 (6H, d, J = 6. 2-' Hz), 1. 28-1. 77 (6H, m), 2.52-2.72 
(2H, m), 4.04 (2H, s), 7.40-7.57 (3H, m)', 7. 60-7/80 (5H, m), 7.86 OH, 
d, J = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 OH, d, J = 2.2 Hz). 
15 Ttmfrtixm C 30 H 3I N 3 O • 0. 5H 2 0 £ bt 

. ff-^jt : C, 78. 57; H, 7. 03; N, 9.16. 
HffcM : C, 78. 36; H, 6.64; N, 9.12. 
MA: 180-181 x: CB.fift»a : »Kx^;w 
^fiS^8 1 

20 4 »-^ ^jp-N- [2- [ -2, 6-5^ ^ ^1^-1 - tf ^ U ^ -6-=^ ^ U 



Me 



Me 




#MI i i T'&fc n-[2-[(*>^-2, 6-^^^-i-tf^U >?n;i/)^^;W-6- 
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'H-NMR (CDC 1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1. 80 (6H, m), 2.43 (3H, 
s), 2.52-2.'73 (2H, m), 4.04 (2H, .s),. 7. 30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8. 2 Hz), 7.63-7. 78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
' (5H, m), 8.46 (1H, d, J = 2.2 Hz). 1 
7C*^ff fit C 3l H 33 N 3 0 • 0. 5H 2 0 £ LT 
, fff-#M:C, 78. 78; H, 7.25; N, 8.89. 
■mmUiC, 78.87; H, 7.08; N, .8.82. 
10 St&: 198-199 «C (dec.) (^I«:Kix^) 

• mmm 8 2 

4'-^ h^5>-N-[2-[(->7.-2, 6-^*3^-1- tf^Uv^W *^)l]-6-* / 

, . . u~;W [1, i j -if^a:-;w.-4-*;i/^5>T5 F 



Me 




MeO' 

15 ###| 1 1 T#^c N-[2-[(->X-2, 6-^5P;P-l-fcf^U 

+yu-;w7th75K$ffi^T, mmme(D2) tmm^m^n^ zt 

'H-NMR (CDC1 3 ) 6: 1. 04 (6H, d, J = 6. 0 Hz) , 1. 23-1. 85 (6H, m) , 2. 50-2. 72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, J = 8.4 Hz), 7. 90-8.20 (5H, m), 8.46 (1H, br). 
M* : 194-196 (dec). (mM:^X^) 

mmm8 3 

;W-6-^y >j -;w-n^>7^ F 
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1 1 N-[2-[(->x-2, 6-^*^;W-e^u ~z?zL')V) ^^;W-6- 

'H-NMR (CDC1 3 ) (5 : 1.04 (6H, d, J = 6. 2 Hz), 1.27-1. 76 (6H, m), 2.51-2.76 
(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8.4 Hz), 7.70 (1H, dd, 1 = 2.2 
and 8.8 Hz), 7. 76-7. 92 (2H, m), 7. 94-8. 13 (4H, m), 8.23-8. 36 (2H, m), 
8.42 (1H, (1, J = 2. 2 Hz), 9. 19 (1H, :d, J = 2.2 Hz). - 
Ttmftffim C 29 H 29 ClN 4 0-0. J 5H z O:iUT 

fHMt-:'C; 70. 50; H, 6. 12; N, 11. 34. 

m&W. ':: C, 70. 58; H, 6. 06 ; N, 11. 14. 

217-219 *C (dec.) ! (|gi«I:»^) ; ' 
»J8 4 

6-(4-y^;u^icci;0-N-[2^C(->x-2, 6-^^-i-tf^U s>=;W 




1 1 -ZWc N-[2-[(^-2, 6-^^^;P-l-tf^U 5?=JW ;*3^K|-6- 

■H-NMR (CDCI3) (5 : 1.04 (6H, d, J = 6. 2 Hz), 1. 28-1. 80 (6H, 1), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69 .(1H, 
dd, J = 2.2 and 8.8 Hz), 7.80-8.20 (7H, in), 8.28 (1H, dd, J = 2. 2 and 
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8.4 Hz), 8.43 (1H, d, J = 2. 2 Hz), 9.18 (1H, d, J = 2. 2 Hz). 
HAA: 225-226 «C (dec.) C£rAft8*K : SHx?;W 
S£5I0H 8 5 

4- (4-^ DD7 x-JW -N- [2- [ ( vX-2, 6->>* 3^-1- 1?^ U vX ;W ;* ^ 

Me 




1 1 N-[2-[(^-2, 6-^^^;l^-l-h!^U 5?n;W^5=-;W-6- 

iJ-;W7th75 F*«^T,.KEBfi«|5 4©2),*5j:pCSlJ|^l3 8 tm 

'H-NMR (CDClj) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.23-2.02 (10H, m), 2.50-2.83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (1H, 
"br), 7.15 (2H, d, J = 8.4 Hz), 7 ? 30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2. 2 and 8.8 Hz), 7.79 (1H, d, J = 8. 8 Hz), 7. 88-8. 08 (3H, m). 
Bfejft: 196-198 "C (dec.) (ISflMbJffiK : IHKX^W^X^PX— 

mmm 8 6 

4- (4-^ ^)V7 x. ~)V> -N- [2- [ (v-X-2, 6-5?* ^;i/-l- tf ^ U *J~)V) * ^ 

Me 




Me' 

1 1 -vmtc n-[2-[(v^-2 ( 6-^^^-i-tr^u ^x;w^^;w-6- 
x;w T-fe h 7 5 h &m ^t, mmm 54©2) &&z$mmm 3 8tm 

'H-NMR (CDC1 3 ) <5 : 1.04 (6H, d, J = 6.0 Hz), 1.20-2. 03 (10H, m), 2.33 



10 
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(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (1H, br),. 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8.8 Hz), 7.95-8.15 (3H, m) . 
Ttmfttixm. C 30 H 38 N 4 0 • H 2 0 t LT 
,fh##:C, 73.74; H, 8.25;. N, 11.47. 
H®tfg:C, 74. 12; H, 8. 05; N, 11.82. 
SL£: 177-178 X: (dec, (^ift^l : if tlf jhyX^JH-fJW 

4-(4-7J^D7x-JW-N-[2-[(y7-2, 6-^^^-1-tf^U )V) * 

Me 




F' 

###J 1 1 N-[2-[(->X-2, 6-^^^;l/-l-tf^U y^)^f;W-6- 

15 'H-NMR (CDC1 3 ) <5 : 1.04 (6H, d, J = 6. 2 Hz), 1. 22-2.02 (lOH, m), 2.50-2.82 
(3H, m), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8.4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos): 475 [MH] + 

20 ^MM 8 8 

4- (4-* h -N- [2- [ ( ~>*-2, 6-5* * ^;i/-l- tf ^ U zt—Jld * J-)V\ -6- 
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##Mi lT»fclf-[2-C('>^-2.6-^^;^-i-tr^U^r:;W *^;W-6- 

'H-NMR (CDC1,) 6 : 1. 04 (6H, d, J = 6. 2 Hz) , 1. 23-2. 02 (10H, m) , 2. 50-2. 83 
(3H, m), 2.94-3.14 (2H, m), 3. SO (3H, s),' 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, J = 2.6 and 9. 2 Hz), 7.61 (1H, d, J = 8. 4 Hz), 7.93-8.10 
(3H, m). 

FABCpos): 487 [MH] + 

- v, 4'-^^;^D-N-[2-[(^x-2,6-^^^;p-i-bf^u>?-;w ^^;W-6- 
4/'J^;W[i,i'-h s 7x-;W-4^;^^75 H 



Me 




1 1 X-mc N-[2-[(5/X-2, 6-^5^-1-fcf^U *?=L)V> ^^;w-6- 

'H-NMR (CDC1 3 ) 6 : 1.05 C6H, d, J = 6.2Hz), 1.28-1. 83 (6H, m), 2.51-2.82 

(2H, m), 4.04 (2H, s), 6.88-7. 08 (2H, m), 7.37-7.53 (1H, m), 7.60-7.74 

C3H, i), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FABCpos): 486 [MH] + 
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mm 90 



Me 




1 1 T#fe N-[2-[(~>*-2, 6-^^;l/-l-tf^U y^)/^H-6- 

'H-NMR (CDCI3) <5 : 1.04 (6H, d, J = 6. 3 Hz), 1. 27-1. 80 (6H, m), 2.52-2.70 
(2H, m), 4.03 (2H, s), 7.23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
dd, J = 2. 1 and 9,0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, J = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2. 4 Hz). 
W>&: 162-164 X: (MigkfcfeM : BKX^W' 

mmm 91 

4'-^ a d-n- [2- [ (eM y 7° □ e;vT 5;)^ 9\>w -6-4 / u ~M [1 , 1 '-if 



Me 




###11 oT^feN-^-K^-rv^ptfji/T^y)^^]^-^/ >j=;w 

'H-NMR (CDClj) (5 : 1.06- (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 .C2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8. 8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8. 8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2. 2 Hz). 

201-202 °C (dec.) m&itmm : KSSX^W 

4* p d-n- [2- [ c^x^ut s / ) * -6-* y u -;w ci , i ' - tf ? x 

5 zjW-4-AM^->75H 




10 'H-NMR (CDClj) 6 : 1.09 (6H, t, J = 7. 2 Hz), 2.64 (4H, q, J = 7.2 Hz),. 
. 3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8. 19 (5H, m), 8.47 (1H, d, J =2.2 Hz). 

196-198 (dec), (UmimM : WlfJhylfJH- 5^10 
SfeJfifll 9 3 

is N-[2-[(2-^^-4,5->?t: Fn-iH-<5^\/-;w-r;i/)^^;w-6-^y 



20 ^#^*ttT#fc, 

'H-NMR (DMS0-d 6 ) <5 : 2.20 (3H, s), 3. 36-3.96 (4H, m), 4.70 (2H, s), 
7.34-7.56 (5H, m), 7.58-7. 82 (3H, m) , 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 



Me 




WO 01/82925 




PCJ7JP01/03614 



FAB(pos): 421 [MH] + 

MA: 212-220 *C (dec.) (MStitWffSH : IBftX^JW 
§H»!I9 4 

N- [2- [(Z-7x Zi;U-4, b F D-lH-~f S --f ; W * 3=v> W "6-* 

5 yu -;n [i, i'-vf 7x-;w-4-^M^'>75 F 




7 -e# s> ti& 2- dp -6-+ ; y ^;px s. > .2 *ftg&$tt<£/!§ 

10 'H-NMR (CDC1 3 ) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz),. 
,"4.59 (2H, s), 7. 30-7. 80 (15H, m), 8.01 (2H/ d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH] + 

m&: 212-216 "C (dec.) (ftj|<fh;?g«£ : ffifil^W' 
15 l£5i0!l 9 5 

4'-7;^d-n-[2- [2-^ 5^;p-4, s-v b h p-ih — r $ ;?v— ;i/-i— r jw * 

^;W-6-*> U — ;W [1, l'-k*7x-;W-4-*J^y75 F 



Me 




##^J7T#e>nfe2-(^DD^^;W-6-^y U-Jl/7^> 2^M^^rffl 
'H-NMR (DMS0-d 6 ) <5 : 1.99(3H, s), 3.3(2H, br m), 3. 5(2H, br m)', 4. 58 (2H, 
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s), 7. 3-7. 5(3H, br m), 7: 8-8. 1 (9H, br m), 8.35 0H, br d), 8.56 0H, br 
s). 

m&: 240-242 "C (dec.) <f£ft4fc»« : Sfl&X^W 
9 6' 

5 4'-7JI/tD-»-[2-[2-7x-M.5-^t: Ko-IH— T — f ;W 

j*^;W-6-3V "J= M Cl, l'-h'7x-JH-4-*M>y75 F 




^r> s i«k^niiM 2 3 tmn<o^^mMro z.t\z.^r>, mm 

10 ft^#lM«ibT|lfc. 

"H-NMR (DMS0-d 6 ) <5 :3.45(2H, t, J=10.0Hz), 3.82(2H, t, J=10.0Hz), 4.50 
(2H, s), 7.31-7. 66 (8H, m), 7.80-8. 15 (9H,m), 8.35(1H, d, J=8.8Hz), 
8.57(1H, d, J=2.2Hz). 

209-21 Or mgkimU : WBfcX^W 

15 2£660»J9*7 

n-[2-[2-^>^;v-4, 5-i^t Ha-iH— r ^^/— ;i/-i--f ;W ^^;w-6-=¥ 

y U n;W-4'-^;^o- [l. i , -t t 7i^W-4-*M+">75 H 




20 v\t, s &&z$mm&i 2 3 ■tra«©»f^*«ifcfT5 £ t $ , mm 

'H-NMR (DMS0-d B ) (5 : 3. 22 (2H, t, J=9.8Hz), 3. 60 (2H, t, J=9.8Hz), 3.75(2H, 
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s), 4.52(2H, s), 7. 17-7. 40 (8H, m) , 7. 80-8. 14 (9H, m), 8. 25 (1H, d, J=8.4Hz), 
8. 54(1H, d, J=1.8Hz). 

MM. : 200-202'C : f^X^;0 • ■■< 

mmm 9 8 

h^>x-2-(4-^ □□^x-;i/)-K-[2-(i-tf p u u 



ok J H 



NT 




1 4 2-(4-£ a D^7acri";W-5^;i/^v'-l, 3-^^r.-9->*fflir»T, 

10 : H»!l5 4©3) tints ££te«k.t)/ Mte^ib*aifit&*£ 

'H-NMR (CDCI3) 6 : 1.82(4H, m), 2.62(4H, m), 3. 10 (1H, m), 3. 94(2H, s), 
" 4.27 (2H, t like), 4.46C2H, dd like), 5.57C1H, s), 7. 35-7: 62 (7H, m), 
. 8.06(2H, t, 1=12. 6Hz), 8.29 (1H, d, J=2..7Hz). 
15 m& : 244-24613 • 
mMM9 9 

4-(4-7;^n ^x-;l/)-N-[6-(l-tf P V ¥~)V*^)V)-2-l-7^)V]-\- 




m^m 1 8 6-a-tfnu v - ^;u) ? ? v>-2-t =L>*m^ 

'H-NMR. (DMS0-d 6 ) <5 : 1.57 (2H, m), 1.69 (4H, m), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, in), 2.90 (2H, m), 3.68 (2H, s), 4.32 (2H, nO," 7.13 (2H, 
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m), 7.34 (2H, m), 7. 38 (1H, m), 7.60 (1H, ni), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 2.1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] * ' 

jR£ : 209-211 °C GBAfc&ft : ffilXWlr^ V fc^X-T^W 
5 0 0. 

4 _ ( 4_^' ]sd|:^7x^w-N-[6-(i-.t: n u ^^;i/^^;w)-2-^-7^;W-i- 



•H-NMR (CDCI3) 6: 1. 70-1. 95 (8H, m), 2.55 (4H, m), 2.70 (1H, m), 3.02 
"<2H, in), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (IE, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (1H,' m). 
FAB(pos) : 444 [M+H] + 

: 1 94-196 °C (IftMslftg |»X^;W5?-f V M)VX.-^)V) 

mmm 101 

4-(4-^np^ain;i,)-N-[6-(i-tfDU^x;i/^^;W-2-^7^;W-i-tf 

20 ^U^M^U-SF 



1 8T»fc"6-(l-trn !Jy-jMfiWt7^ l/>-2-75>£^ 




CI 




WO 01/82925 




PCT/JPOi/03614 



' 'H-NMR (DMS0-d 6 ) <5 : 1.55 (2H, in), 1. 68 (4H, m), 1.78 (2H, m), 2.43 (4H, 
m), 2.76 (1H, m), 2.88 (2H,m), 3.65 (2H, s), 4.30 (2H, m), 7.33 (5H, 
m), 7. 57 (1H, m), 7.64-7.74 (3H, m), 7.98 (1H, d, J = 2. 5 Hz), 8.69 (1H, 
.s). 

5 FAB(pos) : 432 [M+H] + ' ■■ 

: 209-21 1 "C (B^mm : SflXfJhy^ V 7°n tf;l/X~ t)V) 
UMn 10 2 

4-7 ji-;i^-N-[6-(l-t: □ U iSd-)V* : P)V)-2-jr7?-)V\-l-'em 




'H-NMR (DMS0-d 6 ) <5 : 1.60 (2H, m) , 1.70 C4H, m), ,1. 82 (2H, m), 2.46 (4H, 
m), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m), 7.39 (1H, m), 7.60 (1H, m); 7. 69-7. 76 (3H, m), 8,00 (1H, d, J 
= 1,8 Hz), 8.71 (1H, s). 
FAB (pds) : 41 4 [M+H] + 

MA: 193-195 «C (^IIMiiilx^h^vyD^X-TJV) 

mmm 103 

4-^5 i ;l/73i-;i/-N-[6-(l-k 0 DU> f ^P<^;W-2-^-7^]-l-tf^U 




WO 01/82925 £ PCT/J1>01/03614 

. 164 

'H-NMR (DMS0-d 6 ) 6: 1.55 (2H, m), 1.70 (4H, m), 1.80 (2H, m), 2.26 (3H, 
s), 2.46 (4H, m), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 
5 m), 7. 12 (4H, m), 7.39 (1H, m), 7.60 (1H, m), 7. 66-7. 76 (3H, m), 8.00 
(IE, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos) : 428 [M+H] + 

M& : 21 0-21 2 r (M&fcmm : iffx?;hy-r y y°D tf;i^x-~^;io 

HJ60O 10 4 

10 6- (4-^7 p ^ ^ -N- [6- (1 - hf ^ U S^W* 5V W -2-t7fMZ3' 




F' 

##0111 5t#fc 6-(i-tf^U> ? 3i;i/^^;>)^-^^ix>-2-T^> : £ffiVi 
. 5 4 <£> 3 ) tl^I®i^fr-5ii:l:j;0, 

15 *tbX#75:o 

'H-NMR (DMS0-d s ): 1.41 (2H, m), 1.51 (4H, i), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and8,8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9. 24 (1H, m), 10.64 (1H, brs). 
20 MA : 218-219 r (ffiMifcmn : V -fu \±)V3L-^)V) 

mmm 105 

6- (4-.* h *rzs? x ~ )V) -N- [6- (1- ^ U -J ~)V* ^)V) — n 
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) 



'H-NMR (DMSO-dj) : 1.40 (2H, m), 1. 51 (4H, m), 2.37 (4H, br.s), 3.57 (2H, 
s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, J=8.3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs), 
WL j& : 263-264 KZ (tt Afc&ft : WKX^JU-SM V tT ^X— r)V) 

rnmm 1 o 6 

6- (4-^ P P 7x=;W -N- [6- (1- tf ^ U i?=-)V* ^-)V) -2-*"Z7M ~P^ 
>7S K , '• 



•H-NMR (DMS0-d 6 ): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 
MM : 228-229 *C (ISAfc&JK : WW.^)V-T± V » 
mW\ 10 7 

4-(4-7;^D7x-JW-N-[6-(l-t?^Uy^^fJW-2-t75 1 JH-l- 





WO 01/82925 
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'H-NMR (DMS0-d 6 ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, J=12.0 and 12.2Hz), 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.68 (1H, 
d, J=8.3Hz), 7.74 (1H, d, J=8. 8Hz) , 8. 00 (1H, s), 8.71 (1H, brs). 
m&: 209-211 °C (ffigkimU: Bm^JU-^ Vy'aifJU^-^JV) 

mm\ 108 ■ 

4- (4-^7 DD7i —)l>) -N- [6- (1- fcf ^ ij z? ~ )\,* J-)V) -2-^- 7 ^ )V\-\-M 




I H 



CI' 

'H-NMR (DMSO-d 6 ): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, J=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=l 3.7Hz), 7.30-7. 39 (5H, m), 7. 59-7.75 (4H, m), 8.01 (1H, s), 
8.71 (1H, brs). 

Hjft: 231-232 XZ (ISSfbjgjfc : Hq£X3\>P-$M V7°U fcf;i/X--;f;lO 
*i£0!l 10 9 

4- (4-pt ^ 37 i -N- [6- (1 - tf ^ U ^)V)-2-±y^-)V]-\-^ 
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.0 




5T#fe 6- (i - tr ^ u s*x;m j-M -y-y^v >-2-r ^>&m^ 

'H-NMR (DMSO-d 6 ): 1. 40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=12.4Hz), 
2.26 (3H, s), 2.34 (4H,'brs), 2.71 (1H, m), 2.89 (2H, dd, J=12.4and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, m), 7.38 
(1H, d, J=8.0Hz), 7. 61 (2H, m), 7. 68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs)'i 

MM. : 227-228 *C Xm&itmm : @^ix^;U-^-f V ?U tf )V3L—<rM 

nmm 1 1 o 

;w-2-±7^;w-i-^u^>^;V^W5 F 

Me 




'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s); 4.31 (2H, m), 
7.33 (4H, hi), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs). 

MA : 1 99-200 «C (l&mitmm : ^X^^-^-f V 7°P tf;l/X-x;W 



ill l l 
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5 



10 



15 



20 



168 
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>>>-4-(4-* h^y^=.)V)-l-^)l^^^ K 

Me 




MeO 

'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, in), 2.69 (1H, m), 2. 89 (2H, m), 3. 72 (3H, s), 3. 82 (2fl, s), 
4.31 (2H, m), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 (1H, 
d, J=8. 5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8. 5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

mm. :■ 170-171 <c (mghimm : mm^ji-^-ivyu t^x-^) 

112 

N-ce-cce/x^, 6-^^^;P-i-tf^u^n;v)^^;i/]-2-^-^^;w tf^u 
5> >-4- (i-y)l^-uy^ -l-A^tSF 

Me 




'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, ni), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (1H, brs). 

: 219-222 *C I'ffRx^h^ V 7°D tfJl/X-rJl') 

mmn 1 3 

6- (Hnn 7x-JW -N- [6- [ (~>*-2, 6-v^^-l-tf^ U ;W ^ ?=■ 
5 JW-2 1 t7?;W-35 i >75 F 




##m 7-e#£ 6-[(^-2,6-^^;u-i-tf^u^;w^^;w^-^^ 

10 'H-NMR (DMS0-d 6 ): 0.99 (3H, s), 1.01 (3H, s), 1. 29 (3H, m), 1.58 (3H, m), 
3. 85 (2H, s), 7.52 (1H, d, J=8. 3Hz)>' 7. 61 (2H, d, J=8. 3Hz), 7.79 (2H, 
d", J=8. 5Hz), 7.87 (2H, m), 8.20 (1H, m), 8. 24 ,(2H," d, J=8 ? 5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, J=2. 2 and 8. 3Hz), 9.25 (1H, d, J=2.0Hz), .10.63 (1H, 
brs) 

15 Btj&: 229-230 *C (Bgkltmm :-SSIX?Jk-^^ V 7°n tf;i/X-^;iO 

mmmi 14 

N-[6-[(->X-2, 6-^^^-l-tf^U i?-)V) ^^;w-2-^-^^;w-4' 



MeO 




20 1 7Wc 6-0>7>-2, e-^^^-i-k'oj s?— ;W *>;w^-:7^ 




PCT/JP01/03614 



'H-NMR (DMSO-d 6 ) : 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7. 07 (2H, d, J=8.7Hz), 7.51 (1H, d,.J=8.7Hz), 
7.73 (2H, d, J=8. 5Hz), 7.82 (6H, m), 8.08 (2H, d, J=8. 3Hz), 8.42 (1H, 
brs), 10.41 (1H, brs). 
5 Wl&: 199-200 °C (ttAft&lg : fflttX^;W-S?-f V ¥)UX-zr)V) 

mmm 115 

4 , -^DP-N-[6-[(v'^-2,6-^^5 1 ;l/-l-h°^U^x;W^^]-2-^-^5 1 
JH[i,i'-b'7x-;W-4-*^^H 




###| 1 7T#7t 6- [0>7.-2, 6-^X3MU-l- \±^) V~)V) ^M^V $ 

'H-NMR (DMS0-d 6 ) : 0. 99 (3H, s), 1.01 (3H, s) , 1 . 29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 <1H, d, J=8.3Hz), 7.57 (2H, d, J=8. 5Hz), 7.82 (8H, 
m), 8.12 (2H, d, J=8. 1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 
MA : 220-222 "C (*£H«}& : WWiZ-^fr-J^ V7'D t^X-?^) 
Hi»iJll6 

4' □ P-N- [2- [ [2- (3- tf U z?-)V) -1- tf ^ U zS—M * / U 

n;W[i,i'-tf7o:-;H-4-^;i/^-y-5 H 




###0 8 £> tlfc 4" -2 P D-N- [2- P P J-)V) -6-^ y >J X 
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'H-NMR (DMS0-d 6 ) d : 1. 63-1. 75 (6H, m),2,.16 (IE, m), 2.87 (1H, m), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7.82-8. 00 (7H, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.47-8.54 (2H, in), 
8! 69. OH, s). ... ■ ■ 

FAB(pos) : 533 [M+H] + 

124-126 *C (dec.) . CHfA^«Ftt .: .RKl^h^ V WH- 

io mmmi n , . , 

; 4' u D-N-[2-[[(2S)-2-(^ K^->^^W tfP U J>1/] ^^;W-6-^r 

y u— ;w a, r-t*^x-;w-4-^;^^it^ K 

Me 




8 TT# £> tlfc 4' □ D-N- [2- n O ^ 3=-;W -6-^ 
15 JW [1, 1' -fcf^o:— ;W-4-^7;^^$ F£JBV>T> lHWil 2 3 £l^.tf>iif£ 

'H-NMR (DMS0-d 6 ) 6: 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (1H, m),' 4. 28-4. 35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 OH, s), 10.62 (1H, s). 
FAB(pos) : 486 [M+H] + 

It&: 172-174 V (Siftgi : ftiX?Jh^ V t 0 ;l/X-T;W 

mmm 118 

tert-y^ (2S)-l-[[6-[[(4 , -^DP[l,r-h^in;U]-4— ODtDltf 
25 y ^ J ] -2-* J U -M ;* J-M -2- b° p'Jy>M^yl/-b 
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Me 



CI 



#t^8 T?#Sftfc 4'-d7PP-N-[2-(^D0^5^;P)-6-^ yijz 

;W [l, i*-tr^xn;p]-4-^;^^$ K*JHV>T, 3 tmm<D9kft 

5 'H-NMR (DMS0-d 6 ) 5: 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
m), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m)', 7.82-8.08 (6H, m), 
8.14 (2H,' d, J = 8.8 Hz), 8. 30 (1H, d, J = 8.4 Hz), 8.53 (1H, s), 10.63 
(1H, s). 

FAB (pos) : 542 [M+H] + 

io Skjft: 163-166 "C (if&JMfc;« : mk^)V-^>( y ;/o tf^x-^;W 
19 

4-(4-.* h^'>7i-;W-!f-[fi-[(2, 2, 6, 6-x h ^5P;P-l-tf ^ U 



15 1 9 6- [(2, 2, 6, 6-5" h 7 *?-)U-l-WJ ^)V\-l- 

■H-NMR (DMS0-d 6 ) 5: 1.00 (12H, s), 1.53-1. SI (10H, m), 2.71 (1H, m), 2.88 



20 Hz), 7. 18 (2H, d, J = 8.8Hz), 7. 52-7. 79 (5H, m), 7.97 (1H, s), 8.66 (1H, 
s). 




(2H, m), 3. 72 (3H, s), 3.90 (2H, s), 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
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15 



20 
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FAB(pos) : 514 [M+H] + '" 

ftjft : 164-166 °C (ilftM : H^X^MU-SM V~7°U fcT^X-^W 

mmm 120 

4' h*>--N-[6-[(2, 2, 6, 6-t" h .^^P-l-fcWJ y^JW ^M-l- 
^-7^;W[l,l'-t:7a:-;W-4-^;i/^1t5 H 




Me. 



1 9 T?#fc 6- [ (2, 2, 6, 6-5=- h 7 ;* tf ^ U 3>x;W ;* -2- 

'H-NMR (DMSO-dg) <5 : 1.01 (12H, s), 1.55 (6H, m), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9. 2 Hz), 7. 57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos) : 507 [M+H] * 

MA : 212-214 *C : ftSx^^-f Vrfu tf;lx~ x-;u) 

jfeffi&l 12 1 

4' -^;i/^-n-N-[6-[(2, 2, 6, 6-5^> ^^^;i/-i-kf^U s?x;u) ^^;w-2- 
^-^^;W[i,i'-b^x-;p]-4-*;i/^^a h 




1 9T#£ 6-[(2, 2, 6, 6-x h7^?;V-l-tf^U S^x;W *^)V\-2- 
'H-NMR (DMSO-d,) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.35 (2H, 
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m), 7.74-7. 87 (8H, m), 8.11 (2H,' d, J = 8. 4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos) : 495 [M+H] + 

St& : 238-241 *C (m&itmm : Sil?Jh^ 7 7*D k°;PX-^;W 

5 mmm 122 

4' 3VMf- [6- [ (2, 2, 6, 6-^ h 7 * ?-)\>-\- fcf ^ U z?-)V) * -2-± 
V^M [1, l'-tf 7a:-;i/]-4-^7^^it^ K 



Me 

#%#J 1 9 6-[(2, 2, 6, 6-t- h ^WW-l-fc^ U "V— JW ;*5P;i/)-2- 

'H-NMR DMSO-dj) 6: 1.01 (12H, s), 1.55 (6H, m), 2. 37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7. 66-7.87 (8H, 
m), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FAB(pos) : 491 [M+H] + 

MA : 235-237 XZ (JgJMbftfS : V^D \±)V2L-^)V) 

SIMM 12 3' 

4' □ n-N-[6-[(2, 2, 6, B-fh^^fJH-tXU z?ZL)V) *^M-l-~y 

y^M [i, r-t*7ix;w-4-*;^^it^ F 



#5^00 1 9 6- [(2, 2, 6, 6~x h ^^WWl-fcf^U ^-JP)^f;i/]-2- 

t7^l/>7^>^ffl^ »|5 4©3) t^CD^SfTPClt^.k 




Me 



Me 



20 
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'H-NMR (DMS0-d 6 ) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
m), : 7.74-7.89 m, m), 8.12 (2H, d; J =8.6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). • . 

FAB(pos) : 511 [M+H] + 

ftkjft: 244-246 r («A'fcgJi : BBBX^U-SM V Zfu : bfJl'X— yMW 

nnwi 2 4 

■4'^no-N-[6-['(^ v^Ptf;i/75 y)^^;W-2-^-7^;W [l.i'-tf 
7o:-;W-4-^;^^5 K 




2 0 T??# £ nfe N- [6- [ (SH' V ^ P tf )\>7 ^ / ) * 9=v>W 

'H-NMR (DMS0-d 6 ) d: 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
m), 8. 12 (2H, d, J = 8. 4 Hz),- 8.43 (1H, s), 10.47 (1H, s). 
FAB(pos): 471 [M+H] + , 

ffl& : 246-250 "C (&J|ft;&J£ : »BfcX^;H5My ^P tf;i/X— r)V) 
mW\ 12 5 

6-(i-bfnU s J=L)V^)V)-2-±y^)V 4-(4-^PP:7nL-;P)-l-fc?^U 




axxto 



###12 2T#fc 6-(l- t°P U v^^^W^-^-y' h— ;U ^bTKl 
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,'H-NMR (CDC1 3 ) <5 : 1. 68-1.83 (6H, m), 1. 90-1. 95 (2H, m) , 2.55 (4H, m), 
2.74 OH, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
5 m), 7. 26-7.33 (3H, m), 7.49 (1H, m), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, m), 7.81 (1H, d, J = 9.3 Hz). 
FAB(pos) : 449 [M+H] + 

m&L: 121-123 *C : mkJL^)V-V( V Zfn tf )VX.— f)V) 

mmm 126 

10 5-(l-k"o'Jyr:;Mf;0-2-t7^ 4-(4-* b* 9 s7 x.—)V)-\-\Zl 



15 5fc<hbT#7t. 

'H-NMR (DMS0-d 6 ) 5: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-1 ike), 4. 14-4. 32 (2H, m), 6.88 (2H, m), 
7.20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7.82-7.93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 JI&A: 127-129 °C (^Iftgl : ^XfJhy-f V7°n tf;Vx-f>>W 

mmm 127 

6-(l-lf nU^;k*3^)-2-^:7^;i/ 4-(4-^^;P7a:Z:;W-l-tf^U 
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'H-NMR (DMSO-d 6 ) 6 : 1.72-2.00 (8H,^m), 2:28 (3H, s), 2.51 (4H, m), 
2.68-3.15 (3H, m)/ : 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos) : 429 [M+H] + 

MA: 238-240 «C (ttAfttftt : IWX^lr^ V 7° □ K^X-t^W 
2 8 

6-'(l-t?nU^-;i/^^;W-2-^-7^ 4-(4-7MD7x-;W-l-H^ 




'H-NMR (DMS0-d 6 ) <5: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, m), 7.90 (3H, m). 
FAB(pos): 433CM+H] + 

wjtk : ; 106-108 <c mmimm : wtx^;w5>-r vt"d k;wx-t-;w 

f!»J 12 9 

6- (1- If o U i/x;i/^ ^)V) -l-ir 7 3^1/ 4-7x tf ^ U 5> 



juCCno 



"N O 



HCI 



##•#12 2T#fe6-(i-tfoU> f x;i/^9 : -;u)-2-±7h-;i/ #Wt**Sift 
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'H-NMR (DMS0-d 6 ) 6: 1.69 (2H, m), 1.90 (4H, m), 2. 00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7,16-7.44 (5H, m), 
5 7. 75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (IH, br). 
FAB(pos): 415[M+H] + 

m& : 213-215 °c m^imm : mm^ju-^-f vy°n e^x-yvw 

13 0 

N- (2-* , 2, 3, 4-7=- h ^ h K O O V [b] [1 , 6] y- 7 5P U >-8— f 

10 -\f.yx.-)V]-4-iJ)V^^ F 



&mW 2 3 T#7t 2-^^-1, 2, 3, i-^b^ti K P^>>/ [b] [1, 6] ^75^ 



St£ : 236-238 <C (iS§iMt;« : BSl^^ V^D tf;Px-^;U) 
13 1 

20 4' - 7 D -N- (2-* 1 , 2 , 3, 4-r- h y t F O ^ > V [b] [1 , 6] j~ 7 ^ U 

> f >-8-f;W [i, i *-t*7i n;w-4-#;u#4^5 K 



2 3 l:f#7c 2-^^;i/-l, 2, 3, 4-t" h ^ t K D^>v/[b] [1, 6] 
25 ^^#1^^^^ btffc. 




15 



'H-NMR (DMS0-d 6 ) <5 : 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 
s), 7.53 (3H, m), 7.78 (2H, d, J = 8.4 Hz), 7.83 (3H, m), 8.00 (2H, jn), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
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'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m) , 3.71 (2H, 
s), 7.36 (2H, m), 7.88 (5H, m), 7.99 (2H, m), 8.11 (2H,. d, J = 8.4Hz), 
8.46 (IH, d, J = 2.2 Hz), 10.56 (IH, s). > - • ' 

M& : 230-232 <C (S$Aft;&i£ : ffix^h^ V ^ D tf^X-^P) 
»J1 32 

. 4! D D-N-(2-^fJW, 2, 3, 4-f F 7 k H D^>'/[b] [1, 6]^7^U V 
>-8--f;W [1, l'-b*7x^JW-4-*MW$ F 




CI' 

>: ... . j&mm t 2j3> T#fc>x^;k-i, .2, 3,4-7^ > 5 1 £p^>v£[bni, tti-??- 

10 .<)^>-8-IS^^I^ 5,4 3') .t^.cp^.^fr?. jldck t) > 

..'H-NMR (DMS0-d 6 ) .3:2. 42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s) , 7. 58 ,(2H, d, J = 8. 4 Hz) , 7^ 80-7. 99 (7H, m), 8. 12 (2H, d, J = 8. 4 
Hz), 8.46 (IH, d, J = 2.0 Hz), 10.57 (IH, s). 
15 MA: 238-240 *C (BMtimm : iffix^h^ V^b f;VX— xJP) 
13 3 

N-[2-[(^yyotf;i/7'5y)^^;w-6-^y u-;w a, r-tf^ix 




20 1 0 Tl#7t N- [2- [ ($M V tf;l/T 5 / ) *?)V\ -6-+ / U x;W 

. 'H-NMR (DMS0-d 6 ) 6: 1.03 (12H, d, J = 6.6 Hz) , 3. 02 (2H, m), 3.86 (2H, 
s), 7.43-7.56 (3H, m), 7.69 (IH, d, J = 8.4Hz), 7.67-8. 05 (6H, m), 8.12 



WO 01/82925 



PCT/JP01/03614 



ISO 



(2H, d, J = 8.4Hz), 8.26 (1H, d, J = 8.4Hz), 8.51 (1H, d, J = 2. 2 Hz) , 



10.58 (1H, s). 
FAB(pos) 43S[M!H] + 

JAM : 208-209 *C (.M&fcmm : MfcX^l^-SM 7 7°P fcf;Px— tMW 
5 HJfiM 13 4 

N-[2-[(^-rv7 9 nt: 0 ;PT5y)^^;w-6-^y ux;n-4'-* h**> 
[i,r-t*^x-;w-4-i7;i/^+i-^ h 



pmm i o -cwfe n- [2- [ (sm y y □ tr;wT : a y ) ;* 5=;w y u x ;w 

'H-NMR (DMS0-d 6 ) 0 : 1.02 (12H, d, J = 6.6 Hz), 3. 02 (2ft m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9.2 Hz), 7. 72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (2H, d, J = 8. 8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

MM : 223-225 XZ Ufe&fcmM : INftX?VP-$M V^D fc^X— 

mmm 135 

N-[2-[(^yyptf;wT5y)^^;W-6-^y U-;W-4'-7j^n 
20 [l, i'-fcfyo:-;i/]-4-^;^^+h5 H 



1 0 Tf#7c N- [2- [ (>M V 7'Dl:;i/7$y)^ -6-+ y y - ;w 




Me 
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'H-NMR (DMS0-d 6 ) 6 : 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz),- 8.51 (1H, d, J 
5 = 2.2 Hz), 10.58 (1H, s). 
FAB(pos) 456[M+H] + 

m& : 207-209 *C : SiX^V-^ 7 ZfU \±)VX.-^)V) 

Hl^'13'6 

N- [2- [ (5>< V Zfn \f.)VT ^ J ) * -6-^ J u -;w -4' [1 , i ' - 

10 1 lf7a:X;i/]-4-i7;!/#^5 H 

Me 

H 



15 'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, d, 3 = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, J = 8. 2 Hz), 7.69 (3H, m), 7. 84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8. 2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8,51 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 MA : 225-227 "C (ffiMilkmm : mmx.^)V-^VfU M)VJL-v-)V) 

mmm i 37 

N- [2- [(^V7"D \f.)V7 J)* J-M -6-* J U -6- (4-* 7 x 
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1S2 



Me 




Me 



Me 



. Me 



##08 1 0T^N-[2-[(^-i'yyDtf;i/7^y)^^;W-6-^y u-;w 

5 'H-NMR (DMS0-d s ) <5 : 1.02 (12H, d, J = 6.6 Hz), 2.39 (3H, s), 3.02 (2H, 
. m), 3. 86 (2H, s), 7.36 (2H, d, J = 8. 4 Hz), 7.70 (1H, d,' J = 8. 4- Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8..4Hz), 8.42 (1H, m), 8.50 
(1H, d, J = 2.4 Hz), 9.22 (1H, d, J = 2. 4 Hz), 10.70 (1H, s). 
FAB(pos) •453[M+H] + 

io m& : 211-213 mmitmm - mm^jv-^ v fu h^x-t^) 
mmm 1 3 8 

. 6- (4-^ D07i —)V) -N- [2- [ ($?-f V T'D hf )V7 =• 7 ) p< -6-^ y tf 



15 mmmi 0T#feN-[2-[(^yynW5y)^^]-6-+/u-;n • 

'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), ■ 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

m& : 201-203 v m^tmm mm^)v-^ t^x-?^) 
mmm 139 



Me 




N 
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N- [2- [ ( v-T V Zfu t°;l/T ^ J ) * 9-M -6-^ / U -4- (4-^ 5^;u^ x 




Me' 

###11 1 o N- [2- [ (vM- V yn^75 /)^ -6-=^ / 'J n ;W 
5 T-tr h75 HSJBHT. mffiM5 4<D2) £>JzZ$mffiM 3 8 £|isJ*§©fif£<£ 

. 'H-NMR (DMS0-d 6 ) (5 : 1. 02 ;(12H, d„ J = 6,9 Hz), 1.60-K77 (4H, m), 2.26 
(3H, ■ s) , 2. 85-3. 03 (5H, m) ... 3. 82 (2H, s) , 4. 43 (2H, m) & •; 7. 1 2 (4H, m) , 
7.62 (1H, d, J = 8.4 Hz), 17.79 :(2H, s-like), 8.05r(lH, s), 8. 12 (1H, d, 
10 J ='8.8 Hz), < 8- 8i;? (1H, s). v "\ : ' : < . ; 

• : FAB(pos) 459 [M+H]+ -: ,. '•■ 

- MM.-: 184-186 V. : Kx^hy^ vyn hiJUX-^rJU) 

mmm i 40 - 

4-(4-/7 □ □ 7xc^)*[2-[(^ v y n tf;wT5 /) ^^;W-6-^y u 
15 n;W-i-lf^U> ? >^;^^5 h* 




cr 

1 0 -ritfe N-[2-[(>?-r v^d tf;i/Ta y ) ^^;w-6-=^y u 

T-fe h 7 5 F ViX, f£»!l 5 4 CD 2 ) &£IJ^1»!I 3 8 £pgti©f|lf£<2: 

20 'H-NMR (DMS0-d 6 ) <5 : 1.01 (12H, d, J = 6.3 Hz), 1. 59 (2H, m) , 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m), 7.32 (4H, m), 7.62 
(1H, d, J * 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8. 12 (1H, d, J = 
. 9.0 Hz), 8.81 (1H, s). 
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FAB(pos) 479[M+H] + 

UA : 201-203 -C mgkimU : MfcX^P-^-f V y°U t 0 ;Px-x;U) 
HMflJ 14 1 



#%M2 4T#e>n^x^;i/[5-[(4-^n^E^>>';i/)^>']-iH-^> f 
-^-2-<r;i/]^^y-;p (lOOmg, 0.30Imraol) ih'Jl^7$> (0.050ml, 
o: 361mmol) h7t HD7 7 > (3ml) Jgjftfe: OW^. *.>yUMsr:;i^ a 
UK (0. 0256ml, 0. 331mmol) .15 »|Wlt^bfc b RjfcScfcfcTPU S» 

(o.3mi) ^jo^l, mr«Lm 1 ^^^Jn^^x^x-^-e 

(l.&mg) ^f#^o 

'H-NMR (CDC1 3 ) 5 : 1.83 (4H, m), 2. 62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8. 6 Hz), 7.49 (2H, d, 
J = 8. 6 Hz), 8.95 (1H, s). 

mmmi4 2 

6-^^x;v-N-[6-(i-bfpU> ? x;i/^^;i/)-2-^-75 1 ;Wx3^>7$ h 



1 8-vmc 6-ci-tf p w=.)v*^)V)j-7?u>-2-7=L>%m^ 



5 . 



H 
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'H-NMR (DMS'O-d'e) <5 : 1.73 (4H, m), 2. 50 (4H, m) , 3.75 (2H, s), 7.47-7.59 
(4H, m) , 7. 77-7.92 (4H, m)', 8.20 (3H. ni), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5' ■■»£: 212-214 «C (&Jfcfl;l*Jft : ftKif;^ V7°D tf^X-^W 
HifS^J 14 3 

6- (4-* h*y7i^)-N-[6-(l-HD'J 5?x;W^)-2-t7?;W-3 
^>75 F - 




'H-NMR (DMS0-d s ) . (5 : 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, ,s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), ,7.76-7.91 
15 (4H, m), 8.10 (1H, d, J = 8.4Hz), 8.18 (2H, d, J = 9.0Hz), 8.38-8.44 
(2H, m), 9.20 (1H, m), 10.59 (1H, s). , 

m& : 261-263 <C : »KX5 L ;h^y7 , o fc!;|/X— r)V) 

mmm 144 

6- U-7)VJr n 7i=iW -N- [6- (1- tf n u *?-)V) xn 
20 ^>75 H 




l 8 T#fc 6- 0 - tf d u ;^x;i/ ^ 7 * P >-2-T "5 > £/B ^ 
T> H»J54©3) £ra*0»fls£ff5££K:«k0» a8aWfr&4&*&6ffr 
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'H-NMR (DMSO-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
Hi), 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, m), 8.45 (2H, m), 9.24 (1H, ■ d, J = 2.4 Hz), 10.63 (1H, 
s). 

KjA: 238-240 *C GBJift&ift : H^X^-SM V 7*p MfrXs-rM 

mmm 145 

- 6- (4-* 7xn;W -N- [6-(l-t!DUy^W 3^ W -2-^- - P ^ 




'0mm i 8 Tr#fe 6- a- tr p u ~j~)v* ±y$v y-i-r $ > *m v> 

'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, m),2.39 (3H, s), 2. 47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, J =.7.8 Hz), 7.45 (1H, dd, J = 1.8, 8. 4 Hz), 7.74-7.89 
(4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 
M£ : 260-262 TC ffigt,<k»m : BBBx^lz-SM' V ?U \d)VJL~v~)V) 

mmm 1 4 e 

6- (4- 2 u u y x. n;i/) -n- [6- (l- tf p u -2-± 7f;W-3? 



>7 5 H 




juccro 



1 8Tffc 6-Cl-tf P U 5>x;i/pWW:*-:7* U>-2-75 >&JBV> 
'H-NMR (DMS0-d 6 ) 5: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.47 (1H, 
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do\ J = 1.8, 8.4 Hz), 7.6r(2H, d, J =.8.4 Hz), 7. 76-7.. 88. (4H, m), 8.23 
(3H, ; m), 8.45 (2H, m); 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 

M : .270-274 X: <mikimn:wm^)v-^v7u\fi)v^-T)V) 

i * ' ■ * '. ' . .-. . ■ ■ 

(1) mmmix^Bnrzit^ somg 

(2) 7? b—X 34 mg' 

(3) ■Iftonv'lt' > 1,0. 6 mg. 

(4) i^ton^li (®DW: 5 mg. 
• (5) 7,7-7 V >m.~?tf*i"7J± •••••• 0. 4 mg 

(6) ^;if^^^^^;i/-fc;i^p--^^>'^> ,l >A 2 0 mg 

a, Ti ;-::C'» . $r- : ^.7:'-- ■ . • - ff (-.; r 2 0 mg ' • ••■ 

^^^13 (1) - (6) &m&L>[ -mtm&m^-cifjm'?z>^t.\z& 

###| 1 - ; l ^ y h B cDNA £J1 ^fcVCRfelZj^Zb^y h SLC-1 M 

cDNA <Dm$£ - ;: 

5y hJM?fcpoly (A) *RNA :(&U — >f y^tt) S»StU-7>^A^ 
=&JB V>T38W5^£Jfc&fT fco -jSSIE^SJtKWv.^.*. 7 RNA PCR ver. 

n : 1 & J:T£ 2 ©£-/&-DNA y^-T T— wr PGR &fc<££^i|s£ff 

^ dna ^7^^— ttS^#^SK:fBiR$n.«ffi«©at^^ffi^n«i 
-^©BEicafir?© 5' ffigtcftusBitat sai i ©BirraifiSBa 

^©SlfiJctt, cDMA«M 5 . m K^J5l5DNA-:/7<T— £0.4 m M>0. 25 mM dNTPs, 
pfu Uh7^^>t) 'DNA#U*7— if 0.5 m 1 fc«fc^*te#«©/ty 

"77-t, so m i tb/co A«©fc»w-f^;i'tt-y*-T;uij--r 

/7^_ (/t-^>x;l/T— ^fc) £JBV^ '94°C • 60#©iPl*©^ v 94*C • 60 
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6(TC • 30 fj\ 72*C • 150 ffrCDUr-f 35 Sift D&U S^fc 72*01! 10 #|W 

- 2 PCR ^©^77.5 K^^— -^©If^n— n>^dt^ 

i - 1 -efT& o pcr '&<D%:jfcm.mfc o. 8 % vj&m&rrt u -t,? 
)v*m^~c finis ^ >t>F©^^5vuT^oaabfe^ ai>Hk ^ 

^tHliRbfeo PCR-Script™AmpSK(+)^P~— >^.y> (X h 7 ^ 5?— >*±) 
0 ®MtfV\ |5iJKL r feDNAS^ , 5-X5 H^^— PPR-Script Amp SK(*)^ 
•y-^D-Z>^bfc. in^Iyi U t7 3>J ( Escherichia col i ) XL-1 
Blue (Xh7^^» t:iAbti»^^ cDNA»AWfM-**#t5^ 

^S^n— >©*S««b^*»tt*ffiViT^lffiUv.-^KI5«I^E. coli 
XL-1 Blue/^> SLC-1 M*<Z># n->£T>fc^D LB « 

flSTf— Ufe^f#U.-QIAprep8miiii prep (^T^*>S:) SfflV»T^75 H DNA 
&WBKbfc." gUiSbfcDNAOD— U&m^Xfflmmm Sal I 33J;tfSpe I tCck 

@2JOC5^^(D^:860S^^DyeDeoxy Terminator Cycle Sequence Kit (A— 

SLC-1 ^>/\°^St (@5^J#^: 3) £3— cDNAia^'J (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) 05* ft&Sal I BBB2*l***HinU 3' Bfc Spe I Btt£8ld*#A] 

###1 1-3 7 v v sLc-i sssi cho mmotfFm 

1 - 2TSB^J7&^B£nfc7y hflSS3fe© SLC-1 ©±fiT^y^@3 
^ij$3-FU 5* ffllcSa] IBBE^JMfrftlU £fc 3'' fiilc Spe I BM2 
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coli (Pfrri— >J; D Plasmid Midi Ki t (^-Ttfyft.) ^ffl^T7°7^5 K£ 
HSU ifcll&II&Sal I43«EtfSpe I^ilT^>f-h^^«DtHl 

fc. -r dna nnfffi&te* t^o-xw%*$v UTSJomu 

5 tt^^fr^oTlHlilXUfeV il<D-1' >1t- hDNA SrSal;:I ^<fctKSpe ITSJlr 
bfeffij#f»^^^^^— ^^7,5 H PAKK0-111H (Hinuma, S. et al. 
Biochim. Biophys. Acta, 'Vol. 1219, pp. 251-259 (1994)fB«4© pAKKOl. 1 1H 

<y->-3>^fT75:v^ ien^777>5 fpakko- sLc-i zmmvtc. 

.0 ' PAKKO- SLC-1 tffg^ Lj^-E^ coli DH5 ( h — 3 — ) Plasmid 
Midi Kit (^rTtfyft.) £rfflViTpAKKO- SLC-1 <D~7z7X2. F DNA SIStfc. 
Clti^'CellPhect Trans feet ion Kit (T^^ A7 j^^TA'-f ^-r^ft) 

^t^#cDt/n K^jKitot cho mrmmizmxbfro- io u go dna 

^UV^^^^At^MW^b. 24^^tuf-5 x 10 5 £fcte:l x 10 6 
15 •: - mti CHO dhfrlffflS&£i§aU£: 10 ci^f - V\zW&Ut<fr a XOXVz/WMM^ 
&<kts MEM aigmx* 1 BM^«L^m. «SU 5E^gilin?&£ 10%SS#f^ 

£ SLC-1 CHO d->SI^bfe. 
1-4 S> h SLC-1 Iz-fey^-gSHmRNA (DfgSIScD^ CHO/ 

20 SLC-1 MRUWOMIR 

##0IJ 1 ~ 3 TfWiL^nfe CHO/ SLC-1 tfc 56 ^ □ — ><D±&^ V h SLC-1 
^SKmRNA <D%mM&. Cytostar T Plate (775/tA'7 7^'7>' 

CHO/ SLC-1 ^(D^-^O — Cytostar T Plate Orwell \Z 2. 5 x 10 4 M"f 
25 ' OjfibT 24 P#|Wigf£L:fc&, 10%zM/7U >{C<£oT£fflfl&&@^b7c 0 
well KO.25% It i ton X-IQO ^muhXmmcDm^i^^fTz^ 35 S 
b)fcie?>J#-&f : 5 <D ribopfobe ^iPATA-f ^-f 2.0 mg/ml (D 

■ RNaseA £&well KJP;tT>Si§8£> riboprobe £$tftU ~fV— b£<£<Sfc$tb 
fe^, A-f ^Xlfc riboprobe O^tt^tt^ Topcounter TSO^bfc. 
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«Nr« 1-5 fc S S1C-1 cDNA HOW« 

t mmm**^ librafy (S!MPr ™ cMA library;C;BC „ 

*v Genetrapper cDNA positive .election ayate. CGIBCttt^^ 

t*e.xvx.Jtr a-j. l*^^ 7 - f IIIT8(w . 5 
• ' HSJBB** cMtt library *!»»[,&. " 

Koiako.sW Jr. S «„ lak „„ skl Jr ., et „ 7 1M(0 ms 

^accession No. OTIOM 0> H34-H5, c r ^ 

*«L k m ~ Mastic Particte Separator (GIBCOBRL it) 

« „« u , n ^ ' ~* « 

« PBBS U„. V0i. 3 98 . pp. 25 ,. 258) 

»=«U K (accession fc. . „ 7I0S2 » l0I1 . 1028 cflM) 

##m - 6 mv k t h sic-. cDNA **tr*„ 3 KWOWK** 
#t«l-5TS 5 nfty 5 « K £ ELECTR0MAX W DH1 0B™Ce i ] s text^ 

-*7>t->.j> S y X -gai ttttru^aMMiTSBR^, essays* 
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1 : mmAsicA'^^om^<D^Q->^7>^v>^tjLBmmT-^ 

mt, QIA prep8 mini prep &7?>#)£m^T'77XS. PDNA*|»»b 
" fe. Ili3?iM(5 : fcfe0S^fl' DyeDeoxy Terminator Cycle Sequence Ki t 

•5 'e*j#* : 8icjRireai##5nfc. ££fc#snfc 

" : ££E?!l3&*:3— 'Kf -STSyBBE^U <SB^I## : : 9 ) Lakaye 6>©#g^ 
! (Lakaye, B. eta'l. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
fc&V^T, fc h SLC-1 ©IB^JS^trt: b £fefef*: DNA IS?'J (accession 
number: Z86090) *fcifcbT5Th SLC-1 SJWItSnfcEEl*: LT#t5E£ 

10 nxVifcfc b SLC-1 T 5 V MSB^iJ £ o T *5 D\ ti^@B?!l©£ e>t- 69 & 

tX 64 7 S V Bfc-Hiflfc K WJ&n b ATG ^niRNA JbT#£Ef -5 £^ L- 

T 1A 5 o £ ©IB J!l S^-FtS DNA - tf y"^^^ blC T&mMWkfc 
Escherichia coll DH10B/phSLClL8 2r I F J:tfN I BHMFftl/fc. 
##-0*1 1-7 t'MOTft* cDNA fc/fl^fc PCR 8sfc«fc'5 t b SLC-lcDNA © 

15 " it'll 

^_ >h ^ y y^{ C ^^^n-->^nfet: h SLC-1 DNASH^J^tf 
T'yT.B. H^IiU @2^'J#-^: 1 0 fei^l 1 ©"aEfcDNA Zf^'i^ k. 
BB?IJ##: 1 2&<fct*l 3©^DNA^-rv— ^fflViTPCR&fcJ;^^ 
&*ft^nfrfc:bfc. jiu#©*ii|gDNA£kb;SLC-l(S)£, £#©£ffiDN 
20 Afcfc: b SLC-1 (L) £j&DNA ^r— ttS*#5tefc«IR*n 

■'"«i«0lfi3^i*n5J;5fc1lttS^ ^©&fc3t^©5' flJlcffcl 
EBgf&Sal I ©B»T£:!»E3Wf»£*U ££:3' flfflfcfHISS* Spe I. 

©Birr zm.mm*wttmtsn2>&5\z, 5' <w*«fcrx3 f :-«K*n^n©w 

[&iP*©BBE3RJ&#iabfc. th SLC-i (s)#«©£jfc*fc©iBj£ra» th 

25 SLC-1 DNABB^I&^tr^^S F«M 5 At k DNA 0. 4 

At M, 0.2 mM dNTPs, pfuDNA tfU tf 0. 5 At 1 *5cktf»*fctfK©/tv 

7 BS**»50 At 1 £Ufc. mm<^fctb(DD-^l7Mt^r-^)^^ 

2?- (A°-^>X;i/T-^fc) Sffllr^ 94*C • 60#©flng&©^ 94*C • 60 
57TC -60 #, -72*0 • 150 #>©1M & 25 ®,t#D 51 U S^fC 72*C • 10# 



WQ 01/82925 



PCT/JPOl/03614 



192 



fci&Lfc. t h SLC-l <L)M'me>fcfo%i(DW.m*, . t h SLC-1 DNASB 

n^tsy^7,B. K^DNA^-f ^-#0.4 w M, 0. 2 mM dNTPs, 

pfuDNA # 'J ^ 7— if 0, 5 u L&J:Zmmztfm<DAy 77-T, ££RJ&«« 
50 #1 tit M^Otc®(D^ ? ? 7— (A— *>JL)V 

V-ft) £JBV*, 94°C • 60 ft©JnlttO«, -9413 • 60 #\ 6013 • 60#, 72*0 • 
3^©^^;P*-25.|lli*t)3iU.:*«^ 72"C • lO^fflbfe.- JttW«(D 

##M 1-7 Tffrfc^fc PCR ^©.RJS&g&tt 0. 8 %<D&m&Ttf U-Zt* 

^— ;u»ffi, 71; — ;i/ • ^ n naj>;kk*Sffl, y -^efcjgSfrfcoT dna 

&®iK.bfc. PCR-Script™AmpSKC)^Ei-- — h (X b7^^->|h) 

HFiRL/feDNASy^XS K^^-pCR-Script Amp SKO'x 
+h^D-n>^b^:o ^n^XyxUkJ n»J (Escherichia coli ) DH5 
a competent cell (1 — 3 — stf— ) l:#Al/Tfg^ibm cDNAifAlfr 

a6*MT5^D-->©*.&«ML^*»tt*ffl^T^«tL/v t h SLC-1 
(S) ®^«JEife#iL coH DH5 a/hSLC-1 (S)ith SLC-1 (L) ©^Kfe^E^ 
cp_HDH5 a/hSLC-KL) M*©£n— >£T>fc?:>y >*^tT LB l&iffi 

T— BfeJ&KU QIA prep8 mini prep (3fT<ir>#:) ^fflV^T^^X^ H DNA 
SWfiUfc. W«LfcDNA©— gP*^^T«flS»*Sal I:fe<fctfSpe I fc«fc 
^^iftrff^V^ JfA$nT^§^#:cDNAif>t©±^$^aMb7Co i£S 
IB^J©&^<Dfc86tf>SJ&teDyeDeoxy Terminator Cycle Sequence Kit (A°— 
*>x;UT-*t) £/BV>Tfrft^ .St3t^e»2/— 5r>1J— ft^ViT^ttb 
7Co fS-Sttfc^ n->©15?'J}i, b h SLC-1 ^&P£t§M£ LxTgE#l## : 
1 O^^tXl 1 DNAr/^-TT— -e*lijiS$n§^#DNAlB^J (I2?i|# 

# : 14) *3ckrXt h SLC-1 »^**S£bTE3W3- : 1 2*5«ktXl 3 
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###!Tl - 9 : h h SLC-1 (S)^ GHO ilffl^cfctXfci h SLC-1 (L)§§m CHO 

5 < l - 8 xmmmm^ntz b h slc-i cs) t h slc-i cd fimxz 

nfe7°^X5 FCi^TflSi^nfeE. coJTCD^D — ><£D Plasmid 
Midi Kit (^T^r>tt) ^/B^T^Xa K£!HSS1U~ MKBSIIi Sal I 33<fc 
-tf Spe ; I Tr^OSff bX-iT hgB#£3J DfcBbfco- -1* h DM 

10 tBv 7x/ — )V • ^ n D-^Jl/AjSHiv -X-5> 7— /ktt^^rtT^o TIsIJRbfeo 
dO-r >+f— h DNA £ Sal I Spe I xmffi\^tzMWMW%%tt^>7 5> 

— y^^a H pAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 

1219, pp. 251-259 (1994)|5«^ pAKKOl. 1 1H £1^— <D^9 ^-^^X 5. H) 
v Kin'*.,: T4 ^<y-X (SSB) $ffl^T7^^-y3 >2r?T&V^ ^Sf§ 
15 -Iffi^XS F pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 (L) bfc. 

pAKKO-hSLC-1 (S) £><klf pAKKO-hSLC-1 (L) xm^^W^tz. coll DH5 a ( h 
. — 3— ) 2rig*^v Plasmid Midi Kit (^7^>a) £-JBHXpAKKC- 
hSLC-1 (S) £ pAKKO-hSLC-1 (L) (D^^X 5 F DNA SriiM bfc„ Cel lPhect 

Trans feet ion Kit (T^^^A^T^^TA^^^tt) 
20 Dh n;M~fi^ T CHO dhf rlittKlgA bfc. 1 0 p. g <D DNA £ U >^#;i"> 
»j7At©*tt5^S^tb, 24^^tutC5 x 10 5 $feftl x lO^OCHO dhfr" 
10 cm — 10%^v-J^J£lfo?*£^-fcf MEM a 

^ti^^MEM aig^Xig^b*:. mW&m*XtmVX < h SLC- 
25 1(S) 5t^«ACH0mT^^^M^MJ^©3Pr:--56 ^D--.>^J:^ 

t h slc-i a) mfc^mxcwfflmx&%mnmmm®.<Dziu---6\ zu- 

1-1.0 h h SLC-l<S):fc<£tf t h SLC-1 (L) mRNA (D§m.WL<DmWi& 
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1 - 9 £ tlTc CHO/hSLC-1 (S) ^ 5 6 ^ O - >£> J: CHO/hSLC- 

KL) £fc61 mRNA©^:i£Cytos tar T Plate (7T->t^7 7Jl/ 

b£ e CHO/hSLC-l(S)^ck^CHO/hSLC-l(L) D->£ Cytostar T 

5. Plate <D& well .fc 2.5 x lO 4 f0T^fflLT 24 Bf F^«b^m> 10%*;k7 
U XCcfc^Tii^i^Lfc. 6-welUc 0.25% Triton X-l 00 ZmtoLxm 
m<£>mi&i$iZ&tfrzm, 3S S ?^)VVfc.mmn.: 1 6©riboprobe£;&[]7LT 
/W^y^XMfc, 20 mg/ml © RNaseA wel 1 tiin^.T^|cD 
riboprobe f?mt;U 7°U— h££<8fc?#L£:^ ;W^'J ^tCXl^ft 
riboprobe Topcounter TM^bfc. ;TO^ft©i^^mRNA 

57 ££fc/HV>fc.. 

. l-i.o T#enfe t h sLc-i mm. cmmm? n — > 57 &zxm% 

M l -4T^^nfc75/ h SLC-1 jfcSi CH0 «^ D-> 44 £JB WT* OT© 
^laDH^MLfc, 5 mM EDTACx^l/^^T 5 >egffls&) SSUnb 
fcU >»«M£g:fe*fcfc (PH 7.4) ilt K to&Wv V SLC-1 mSCHDin 
j9£(lxl0 8 M>£^iS$i*\ ^bfeo; ,«<D^l/y hH*^-hA^7 7 
— (10 mM NaHC03 , 5 mM EDTA, pH 7. 5) £ 10. ml in*., hD>*tS?t 
-f if - £/H t^Ttfc^*— h bfc. 400 xg T 1 5 $*W3ito bT» Snfc 
$ 100, OOOXgT 1 R»NBfti&b,l||B^OttM$#^. £<2ftMl£ 2 ml 
©7yt'fAi/77-[50 mM Tris-HCl (pH.. 7. 5) » 1 mM EDTA, 0.1% BSA(>> 
>-J&l?fT;py$», 10 MM MgC12, 100 mMNaCh 1 u M GDP (^77"»5' 
-- U >g£) » 0. 25 mMPMSFC^x-^^^l/X^-^^^^-T K). 1 mg/ml 
^yj*^>, 20 mg/ml n<<7°^X 10 mg/ml 7 3-^:7*^$ K>]fc» 
»U 10O,0O0XgTll$H&'frLfc. tt»»ibTlHliR*nfcttiiI^Bfat 
20 ml©7yiz-f A^77-l:lil, -80° CT«?¥U 
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tf 1/>S3© 96 h\Z, 7yt-fAy77-7?fS?bfc SLC-1 fggl CHO 

*ffllWi®^171 M 1 DMSO^T^bfe 3xlO- ,0 M MCH 2 ^ K 

5 a^OiftKtRl/fcttftft^lll*; M W &«£OT s S]-Guanosiiie5' -(r 
-thio) triphosphate^— it^MR ttlM) 25 /z 1 Sr. ^n-tftSSjbnb&OBI 
Ml*&t^:20 m g/mh [ 35 S] -Guanos ine5' -(r -thio) triphosphate : 
0.33nM)» Z<DKJfcm&25X:-V lmffl. m.&Lt£&ZKJfc2l*:tz&, tf?7,7 
J)\>?- (GF-C) V >T 1 3 ii U (50mM Tris-HCl M«f£ 

10 PH7. 5) 300 p. iy fk$$Cfc. ? 4 )VZ — izm^»^ — & 

50 ml SfctraU 3So >jf V- ~> 3 >ts V 

ssiriaSy. (%) =«t&%}£ k(M&mikh££&<p&^&-mo mm* 
inbfetf ©festt) x ioo £LT> ^6^*© ic 50 



IbB^jjjj BB#?5ft O^ o gj nM) 
'&66gill 5 



tt&m ( i ) , ( i o *«fc'tx-tn& infcM ch§^^ 
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i. ^ 

Ar 1 — X— Ar— Y— N (\ ) (| 



5 C^^v Ar MMife£&WLTV>Tfe«kV*5S#3££ ; 
Ar «g^^bTV>X s b < fcVi$H'&^^#^^ ; 

5 . 5£ 
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Ar 1 — X— Ar — Y — N S } (f) 

...... , .. „J- .., R 2 --:' .. 



X ; \» CONR 8 , NR 8 CO (R 8 «tK^M^» J\U^>^tLX^X%k^ C ^ 
7)V*)V. /\u5*>4k%nX^X%&^ C ^sTMJlz-^M^k AD^ 1 

v^^ok^m 1 frl^L 6 <D*^--y--£ ; 

' vi'A'SaK***^**, r r 2 £ ^b^ts^is^ $ ^ema^^- b 
io ' x^x%&^&mfe^£te&£xM&<. RHzmm-?2>^mm?3$&zt 

- : 2 liiitStilif," Ycfejfctfc Ar : t '£% kgmS£*bT^Tfc ckW££ 
#*&-&St£JBJ5fcbT^T'$J:t*. £i£U X r /5* CONR (R«7jc^^Sfe« C 

is ^;n£7ctec ^.TJ^+^ft^ni ^tt2^a#b'T^T s b«fcvw > 
f— : iwafctt^>ic^¥*/-- jfe < ; x conh s £ ^> Ar 

>T-&< ; X l a*COOT!**£#* Ar MM^S£Wb WTfcck^^a 

20 t&v>. ] -e^^n-s^^i^fe^-e©^. - 

6. X 1 ^CONR 8 ^fc«NR 8 CO (R" 8 fci**K^ >\Dy>^tlTUTfect: 
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7. Ar 1 T^^nSf|!RS**^rS^STfesai^5l3«©^'fe. 



9. Ar 1 ^ AD^>If; AD^Mk^nTWTfe^VvC ^T^WMSJ; 
0 -^tllte^L 3 j@^TUTViTt)J;V^a:-;k t: :7 a: ~ U ;i/£fcte:7;n-;^ 

- tf u ^t^^>»^ 5 lem^b^o. 

11. X CONH COO T^^if^cJi 5 f2®©te^ 0 . . 

_1 2 . Ar T^^tl^^^^^^^ic 9 &V> U 1 4 ©ig-gr^i:^ 

1 3. Ar T^$ti^$f^#^^s^n 0 Mm^m^mmmmmx'$> 

% ffi$&M 5 fBOWb-^o 

15. X 1 ^C0NR 8 ££:ftNR 8 C0 (R 8 «7jcS^, AD^Mb^tlT^Tfe 

16. Y-r^$n^>^li©M^l^^L6©X^— tr- ^ -0-, -S-, 
-CO-, -SO-, -SO 2 -, -NR 8 - (R s «7KmiM^ AD^WbSntH 
Tfc £V> C 1 _ a 7;W+;P > AD^>ft$tlT^Tt>J;V> C LeJMjl/-^^ 
#-;k APy Wb$nTtriTfeJ;Vi C ,. s 7Jl/=rJ^J^-J^it) 
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1 7 . Ytf C ! _ 3 T)V^r V >TS Sit 5 ffi«©.-fk;^. 

mmmm&mfcT sis 5 e<r©^*. ■• 
5 19. $fi***a*^e;^U'>v-tr-^y^>, tr^9^>„- tfpys*>, 
1,3— ^Ti/gs^ ih — r$^v— ;w 4,5-^t kp-ih— f 5^1/— ;k 

2,3-ytHD^>H-;k 1,2,3,4-f h7t Fn^y U >£7cte 1,2,3,4 

2 0. fi^5fBm©^#J^fc«^©^^bT^SE^ia^o 

2 i . as*3g 5 uwsr>\\&ik<Dzru y v 

2 2.4' -9 P P-N- [6- [(N,N-y^^75;)y -2-^- 7 [1,1'- 

: 4' :D D-N- [6- (l - 1! n U >>~;p ;* 9=-; W -2-± 7 Ei, r-B7xzjW- 

4'-^;i/^-p-N-[2-(i-tfo u^-;u^^;W-6-^y u— ;w Ci. r-t*7xr 
;W-4-*;i/^^-y-a F ; 

4' -^M-p-N-IXi-fcf^ U JI^^WHMV U — ;W [l, l'-k*7xr 
;n-4-^;i/^^-y-a H ; 

4' -27 D P-N-[2-[ (2-^^-4, h* U-\YL->( B.?V—)\'-\-'()V) 

;W-6-^7 U=;W [l, r-tf7i-;W-4-*;i/^"t>-5 H 

4' -27 d P-N- [2- [(2, 2, 6, 6-^ h ^^IM-bWJ S*z;W * S^W -6-* 

4-(4-27PP7ai^;w)-N-[2-(i-t!PU> f -^^5 1 ;w-6-^y u -;w-i-tf 
n- [2- (i - tr p u >>-;M 5^ W [i , r - t? 7 x —M -4-* 

6- (4-^ f;i/7z^) -N- [2- (1- tr p g ¥)V) -6-3=- y g n;w -3 5P 
4- (4-* h^r^^xnjW-N-K-O-lfDg^nJM^W^-^-^^W-l-t: 
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6-(4-^h^i/7x ~» -N- [6- (1 - tf D »J v ~ ;M -2-^" 7 5\> W - 3 

6-(4-^^;i/7x-;W-N-[6-(l-t°DU^r:;M5 : -;W-2-±^^;i/]-ri5 1 > 
2 3. Ar'-H (XII) 

L-X^-Ar— Y-N/ : (x,,,) 

: : X d 2 ' 



Ar 1 — X— Ar— Y— ) (,•) 



V- 



2 6. 5t 

R 1 " ••. 

Ar 1_ X _ Ar _ Y _ N / : 

:' \ R— • 
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Y t. £ t>Kim^£WbTVvr * R 

" ". ] . ■[ Z' ' .R 1 * .' '"" ■ ' 

Ar 1 -X— Ar— Y-N^ ) (l) f ^ 

• * • 

• • • » ■ > 

Ar ^zwmm&ftisx^xh^mwm* ; 

15 X*> <£OTteHj]— £rctemf£-DX£m<DMTm. 1 b 6 O^^-f-?; ; 
j . Ar «gmS^^b ; TVT ! b<kl/4^#^W^ : & ; 

■ r ^ jctf r 2 \m—&.rc.i l $mt£? xyKmm^r^tmmm^ ltv>t% £ 
. x^x%^}^mmmm&Mi&isX!b&<. r 2 \tm&-r2>£mM^#£zf 

20 Y££$£®k^ 

25 28. ^^n>^^;i/^>^il1-^^a^^ • &i^U£§^T3£:& 
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• Ar 1 — X— Ar — Y— ) . ... (j) 



2 teB#-r -5 SBSJiC^ Y£> £ Ar 1. 1 V>T % «k 

Ar -X-Ar— Y-N^ ) (l) 



[5£«K Ar HMSUI^bT^TfeiVilRJKat* ; 

15 Ar fem&m*mi>T\,*T%£^m&&n&^m& 
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1 /ll 

SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> JP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagitcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly. Pro Asn Ala Ser Asn 

1 . 5 10 15 

He Ser Asp Gly Glu Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He lie Met Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly lie Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 70 75 80 

Phe lie He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

100 105 110 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser Gin Phe 

115 120 125 

Thr Ser Thr Tyr lie Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 

130 135 140 

Thr Val His Pro lie Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe lie Ser He Thr 

165 170 175 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<40O> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct acatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 

atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat. cacccctgtg 540 

tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 

ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 

cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 

gtggccccag cctcccaacg cagcatccgg cttcggacaa agagggtgac ccgcacggcc 780 

attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 

cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc 900 

ttgggctatg ctaacagctg cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 

cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 

aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 5 
<211> 262 
<212> RNA 
<213> Rat 
<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 

uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 

aucagcuguc ugagcguugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 

caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 

gcuguuagca uagcccaagc ug 262 

* 

<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 



') 



WO 01/82925 




<210> 7 

<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 7 

cctggtgatc tgcctcct 18 

<210> 8 

<211> 1275 

<212> DNA 

<213> Human 

<400> 8 

taggtgatgt cagtgggagc catgaagaag 
ggcagcggct gccaggctac ggaggaagac 
ggacaaggtg gcaggcgctg gaggctgccg 
cggttgtggg agcaggcgac cggcactggc 
actggtccca acgccagcaa cacctctgat 
cctcctcgca cggggagcat ctcctacatc 
atctgcctcc tgggcatcat cgggaactcc 
aagctgcact ggtgcaacaa cgtccccgac 
ctcctctttc tcctgggcat gcccttcatg 
cactttgggg agaccatgtg caccctcatc 
agcacctaca tcctgaccgc catggccatt 
tcttccacga agttccggaa gccctctgtg 
ctctccttca tcagcatcac ccctgtgtgg 
ggtgcagtgg gctgcggcat acgcctgccc 
ctgtaccagt ttttcctggc ctttgccctg 
aggatcctgc agcgcatgac gtcctcagtg 
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ggagtgggga 


gggcagttgg 


gcttggaggc 


60 


cccct tccca 


actgcggggc 


ttgcgctccg 


120 


cagcctgcgt 


gggtggaggg 


gage t cage t 


180 


tggatggacc 


tggaagcctc 


gc tgctgccc 


240 


ggccccgata 


acctcacttc 


ggcaggatca 


300 


aacatcatca 


tgccttcggt 


gt tcggcacc 


360 


acggtcatct 


tcgcggtcgt 


gaagaagtcc 


420 


atcttcatca 


tcaacctctc 


ggtagtagat 


480 


atccaccagc 


tcatgggcaa 


tggggigtgg 


540 


acggccatgg 


atgccaatag 


tcagttcacc 


600 


gaccgctacc 


tggccactgt 


ccaccccatc 


660 


gccaccctgg 


tgatctgcct 


cctgtgggcc 


720 


ctgtatgcca 


gactcatccc 


cttcccagga 


780 


aacccagaca 


ctgacctcta 


ctggttcacc 


840 


ccttttgtgg 


tcatcacagc 


cgcatacgtg 


900 


gcccccgcct 


cccagcgcag 


catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact atgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg tcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga *275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Yal Gly Arg Ala Val Gly Leu 
1.5 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 • 55 '60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 HO 

Pro Ser Val Phe Gly Thr lie Cys Leu Leu Gly He He Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp lie Phe lie He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr He Leu Thr Ala MeT Ala He 

195 200 ' 205 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 * 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu tyr Trp Phe Thr Leu Tyr Gin Phe Phe' Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val lie Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala lie Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 • 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 
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370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

40.5 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tct.tcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctccigtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtcti ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc ,420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt' gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 
aagcaaaggc acctgaacta gtt 1283 
<210> 16 • 
<211> 420 
<212> RNA 
<213> Human 
<40O> 16 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccunug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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